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468. A Bacteriological Investigation into the Cleansing 
of Milk Bottles 

M. S. Brooke. Glasgow Medical Journal [Glasg. 
med. J.] 29, 402-408, Dec., 1948. 11 refs. 


The author has investigated in the Glasgow Public 
Health Laboratory the sterility of milk bottles ready for 
filling, both by bacterial counts for which he adopted the 
standards of Hobbs and Wilson (J. Hyg., Camb., 1943, 
43, 96) and by an arbitrary coliform standard. Of 
573 bottles 176 failed to conform to the bacterial count 
standard, 83 to both, and 11 to the coliform standard 
only. Cleansing by large machines gave the best results. 
This is attributed to the use of strong detergents and 
suitable temperatures. Brushes of both hand and 
rotary patterns give poor results, as the brush itself 
becomes a nidus of infection. Periodic treatment of 
brushes with detergents and daily steaming if possible is 
important. Ineffective steaming of the bottles is often 
due to the dairy worker’s ignorance of the essential 
points of the method. Capping methods employed on 
farms were found unsafe. The author suggests that a 
repeat pasteurization of the filled milk bottle would give 
greater safety and improve the keeping quality of the 
milk. Milk cartons which are used only once afford a 
safe alternative, but their supply is at present limited. 

W. G. Harding 


469. Combined Immunization Against Diphtheria, 
Tetanus and Pertussis in Newborn Infants. I. Production 
of Antibodies in Early Infancy 

P. A. Dt SANT’AGNESE. Pediatrics [Pediatrics] 3, 20-33, 
Jan., 1949. 1 fig., 40 refs. 


The author investigated the capacity of 198 newborn 
infants to produce antibodies in response to inoculation 
with a combined antigen containing aluminium hydroxide 
adsorbed tetanus and diphtheria toxoids, and Haemo- 
Philus pertussis organisms (2 x 10'° organisms per ml.). 
The diphtheria toxin used in preparation of the toxoid 
had about 30 Lf. per ml., the tetanus toxin 100,000 to 
120,000 MLD per ml. Pertussis organisms were grown 
on human blood and killed with “ merthiolate”. A 
first injection of 0-5 ml. antigen was given at 7 days of 
age, a second injection of 1 ml. at 5 weeks of age, and a 
third of 1 ml. at 9 weeks of age. A booster dose of 0-5 
ml. was given between 6 and 12 months of age. Local 
reactions were few but 5 sterile abscesses were observed in 
a total of over 500 injections. Systemic reactions were 
more frequent and more severe after the second and third 
injections than after the first. 


Before inoculation the blood of more than half the 
infants showed diphtheria antitoxin levels of 0-03 unit 
per ml. or more; detectable levels of tetanus antitoxin 
were found in 15% of the infants; no agglutinins against 
H. pertussis were found in 98% of infants tested.- One ~ 
month after the third injection, at 13 weeks of age, the 
diphtheria antitoxin content of blood in 84% reached the 
** protective level’ of 0-03 unit per ml. or more. After 
the booster dose in 99°% the antitoxin level rose above the 


—“ protective level ’’. In all, the tetanus antitoxin content 


reached the “ protective level’ of 0-1 unit per ml., and 
in 92% it was more than 1 unit per ml. Pertussis 
agglutinins in a protective titre (1 in 400) were found in 
60%. The number showing a “ protective level” of 
pertussis agglutinins was not increased after a booster 
dose. It was found, however, that some infants whose 
sera contained no agglutinins after the course of three 
injections had produced agglutinins after the booster 
dose. 

It is concluded that newborn infants do produce anti-_ 
bodies in response to antigenic stimuli. L. M. Rose 


470. Prenatal Diphtheria Immunization 

M. A. Brescia and E. F. TARTAGLIONE. Archives of 
Pediatrics [Arch. Pediat.] 65, 633-639, Dec., 1948. 16 
refs. 


In 1931 Sorrentino reported successful immunization 
of the newborn by immunization of the pregnant woman 
against diphtheria. The newborn can be similarly 
protected against pertussis. Cohen and Scadron have 
suggested the use of diphtheria toxoid in pregnant women 
to suppress the production of Rh antibodies, because the 
Rh factor is a relatively weak antigen. 

In the present study 53 Schick-positive pregnant women 
began a course of immunization, but only 29 completed it. 
Alum-precipitated diphtheria toxoid was given in five 
injections—0:1 ml. followed in one week by 0-25 ml., 
two weeks later by 0-5 ml., and by two doses of 1 ml. at 
intervals of four weeks. Six women who had been 
immunized previously but who were Schick-positive were 
given one injection only of 0:25 ml. In 13% of those 
receiving the first injection there were severe reactions; 
after the second injection the percentage in whom there 
were reactions dropped to 4. No severe reactions 
resulted from the later injections. After delivery all the 
mothers who had completed the course of immunization, 
together with the 6 who had received one dose of 0:25 ml. 
and all the newborn babies, were Schick-negative. : 

It is recommended that a Schick-positive prospective 
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mother should be actively immunized against diphtheria, 
but if Schick-testing as a routine is burdensome then one 
dose of 0-25 ml. of toxoid should be given as a routine. 
Infants born of non-immune mothers should be im- 
munized at one month, and those of immune mothers at 
6 months. B. S. P. Gurney 


471. Immunization of Children with Influenza Virus 
Vaccine, Centrifuged Type 

R. A. Hiccons, C. NicGc, G. M. Hype, and C. H. MANN. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.] 75, 887-899, June, 1948. 4 figs., 22 refs. 


Four kinds of influenzal virus vaccine are in use, all 
prepared from allantoic fluid of chick embryos infected 
with influenza virus. They differ in the manner of 
manufacture. The type under discussion is made by 
centrifuging the allantoic fluid, re-suspending the 
sedimented virus, and diluting the solution so that it 
contains 0-03 mg. of nitrogen per ml. It is highly 
purified, containing only traces of non-virus protein. 
It is stable, highly antigenic, and can be standardized for 
virus content. From 86 children, aged 3 months to 
12 years, 4 groups were formed receiving respectively 
0-1, 0-2, 0-5, and 1 ml. subcutaneously. Antibody 
response was tested before vaccination and at intervals 
afterwards for several months. The 0-1 and 0:2 ml. 
doses did not produce reactions, but the higher doses did 
so, particularly in children under 5. Antibody response 
was poor for the lower doses but satisfactory for the 
higher doses; a tenfold or even greater response was 

. obtained, maximal 2 weeks after injection. ‘There were 
no severe reactions though the authors say that the 
vaccine should not be given to patients sensitive to eggs. 
The optimal dose, with which strong reactions are avoided 
but good immunity is given, is 0-5 ml. (0-25 ml. for chil- 
dren aged 4 years or younger). The increase in titre 
lasts for from 3 to 6 months. Booster doses did not 
cause any appreciable rise in antibody titre, a finding 
agreeing with those of other authors. 

J. G. Jamieson 


See also Section Infectious Diseases, Abstract 963. 


472. Q Fever Studies in Southern California. II. An 
Epidemiological Study of 300 Cases 

M. D. Beck, J. A. BELL, E. W. SHAW, and R. J. HUEBNER. 
Public Health Reports, Washington [Publ. Hlth Rep., 
Wash.] 64, 41-56, Jan. 14, 1949. 1 fig., 25 refs. 


[The recognition of an infection for the first time ina 
continent is a historicevent. Evidence of the presence on 
the American continent of the Australian rickettsial 
disease, Q fever, was first found in Southern California 
in 1947, but it now appears that the disease had been 
present in the locality for a number of years and that it is 
endemic in the Los Angeles district.] 

The authors have investigated 300 cases of Q fever in 
Los Angeles and its vicinity since September, 1947. 
There were 3 deaths in the series. The cases occurred 
throughout the area at all seasons but there seemed to be 
an unusual concentration around dairies. Most of the 
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patients were men of working age, but their occupations 
were very diverse, falling into 60 different occupational 
groups. This finding was in striking contrast with the 
usual reports of outbreaks limited to employees of stock- 
yards, abattoirs, dairies, and laboratories. These studies 
provide further evidence that Q fever is rarely, if ever, 
transmitted directly from one human being to another. 
It was rare to obtain a history of contact with another 
case during the probable incubation period of the disease, 
Multiple cases occurred in the same household in only 
6 instances, and in these the intervals between the cases 
suggested simultaneous infection. Dairy cows in the 
area are naturally infected with Rickettsia burneti, 10% 
of dairy animals have complement-fixing antibodies for 
Q fever in their blood, and more than 50% of the raw 
milk produced in the area contains sufficient rickettsiae 
to infect guinea-pigs. ; 
The epidemiological findings suggested three general 
hypotheses for the method of spread of the disease in this 
endemic area—employment in the dairy or livestock 
industries, residence in close proximity to a dairy or to 
livestock yards, and the domestic use of raw milk. 
None of these possible modes of spread would alone 
account for more than one-half of the cases. Specific 
epidemiological studies have been arranged to test each 
of these hypotheses. W. H. Bradley 


473. The Racial and Social Incidence of Cancer of the 
Uterus 

E. L. KENNAWAY. British Journal of Cancer [Brit. J. 
Cancer] 2, 177-212, Sept., 1948. 4 figs., 43 refs. 


474. Result of Active Immunization Against Pertussis 
by Combined H. pertussis Vaccine and Vaccinia Virus, 
Performed at Villages in Kanagawa Prefecture 
H. Yaor and I. TaGayA. Japanese Medical Journal 
[Jap. med. J.) 1, 355-357, Aug., 1948. 2 refs. 


475. Forecasting of Epidemic Malaria in the Punjab, 
India 

S. Swaroop. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 29, 1-17, Jan., 1949. 4 figs., 3 refs. 


Gill (Ind. J. med. Res., 1923, 10, 1136) has described a 
method of forecasting epidemics of malaria in the various 
areas of the Punjab, and forecasts by that method have 
since been issued every year. The rainy season is in 
July and August, and the incidence of malaria begins to 
rise early in September and reaches its height in October 
or November. A preliminary forecast was given at the 
end of August and a final one in the middle of September. 


These were based on four factors: rainfall, the spleen _ 


rate in children in June, the “‘ epidemic potential ”, and 
economic conditions. The spleen rate was believed to 
indicate the state of communal immunity to malaria, a 
high rate in June indicating a relatively high state of 
immunity. The economic factor was the price of wheat 
(or other food grain in some areas) during the year 
compared with that for the previous five years, and was 
also believed to indicate the state of communal immunity. 
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The epidemic potential factor of a locality was the 
coefficient of variation of the mortality from “ fever ”’ in 
October over the period 1868-1921 (excluding the 
influenza year, 1918), deaths being mostly due to malaria. 
Acombination of conditions favouring the occurrence of 
an intense epidemic would be: excessive rainfall, a low 
spleen rate, a relatively high epidemic potential factor of 
more than 60, and famine conditions or relatively high 
prices of wheat. Reporting of malaria was unreliable, 
so Gill devised an index called the “* epidemic figure *’ to 
measure the intensity of an epidemic; it was the ratio of 
the mean monthly “ fever’ mortality during October, 
November, and December to that during April, May, 
June, and July, and in an epidemic year it might be as 
high as 10, 

The author has examined statistically the figures used in 
making the annual forecasts, and concludes that the 
method is useful; the spleen rate, however, is not 
helpful. Statistical analysis suggests also that malarial 
incidence has a periodicity of about 8 years’ duration, 
and that there is a correlation, at present inexplicable, 
between the rainfall in May—a hot dry month—and the 
epidemic figure or the incidence of epidemic malaria in 
the following autumn. J. F. Corson 


476. A Review of Indigenous Malaria in Great Britain 
after the War of 1939-1945, Compared with the Corre- 
sponding Period after the 1914-1918 War. (With some 
Observations of the Aetiology) 


» P. G. SHute. Monthly Bulletin of the Ministry of 


Health, etc. [Mon. Bull. Min. Hlth] 8, 2-9, Jan., 1949. 
4 figs., 2 refs. 


In 1929 S. P. James published in the Proceedings of the 
Royal Society of Medicine, in the Section of Epidemiology 
and State Medicine, a paper on the disappearance of 
malaria in England viewed in the light of experience after 
the 1914-18 war, and the present paper continues the 
story by recounting experience during and after the war 
of 1939-45. One cause for the recurrence of malaria, in 
children especially, in Kent in 1917-18 was the failure to 
diagnose infection early. The author has earlier drawn 
attention to the higher production of gametocytes in 
Plasmodium vivax, P. falciparum, and P. ovale during 
the early stages of disease before much antibody is present 
in the peripheral blood, and this applies also to early 


- relapses. 


To prevent an early recurrence of malaria a map 
showing the areas, extending from the Humber to 
Portland, where the disease was most likely to occur was 
prepared. This was divided into three zones—(A) 
Thames estuary, Kent, and Essex; (B) other coastal 
areas south of Norfolk; and (C) inland areas including 
the Fens—and a copy was sent to the Director of Hygiene 
in each fighting Service with a request that potentially 
relapsing cases of malaria should not be congregated in 
Area Aor B. This was effective, and from 1941 to 1948 
only 34 indigenous cases occurred, mainly in Surrey and 
Kent, one patient being stationed in Northern Ireland. 
[A case of P. falciparum infection occurred in the Isle of 
Man in 1919; this is not ‘included in James’s map 
reproduced in this article.] One explanation for the 


small amount of spread is that the variety of anopheline 
usual in this country—Anopheles maculipennis var. 
atroparvus—is zoophilic in its habits. 

[The control of malaria has so greatly improved that 
generally there has-been no increase, in Europe, com- 
parable to that which followed the 1914-18 war.] 

C. O. Stallybrass 


477. Poliomyelitis Epidemic, Possibly Milk-borne, in a 
Naval Station, Portland, Oregon 

F. P. MATTHEWS. American Journal of Hygiene [Amer. 
J. Hyg.) 49, 1-7, Jan., 1949. 2 figs., 7 refs. 


Late in 1944 there appeared over a period of 16 days a 
series of at least 11 cases of poliomyelitis, with 4 deaths, 
in 1,400 personnel stationed at the U.S. Naval Receiving 
Station in Portland, Oregon. The disease had been 
prevalent in the civilian community in the summer, but 
had almost disappeared when the cases at the naval 
station were seen. Epidemiological inquiries suggested 
that a possible source of infection was milk, which was 
ladled out of an open container at a cafeteria counter, 
and contamination could have occurred by droplets 
excreted by food handlers or by the enlisted men being 
served. Milk remaining in this container was served to 
officers in their mess room. These facts were advanced 
as a possible eXplanation of the occurrence of 4 infections 
in the 75 officers (1 in 19), and 7 infections in 1,325 
enlisted men (1 in 188). : A. J. Rhodes 


, 


478. Isolation of Poliomyelitis Virus from Single 
Species of Flies Collected During an Urban Epidemic 

J. L. MELNICK. American Journal of Hygiene [Amer. J. - 
Hyg.) 49, 8-16, Jan., 1949. 1 fig., 16 refs. 


The epidemic with which this study is concerned 
occurred in 1945 in Rockford, Illinois, a city of 85,000 
people occupying an area of 12 square miles (31 sq. km.). 
The epidemic began late in July, reached a peak in mid- 
August, and diminished in September. Fly traps were 
set at random throughout the city and the trapped flies 
were stored in the frozen state pending preparation of 
extracts for inoculation into cynomolgus (chiefly Java) 
monkeys, a procedure which suggested that this monkey 
is more sensitive to virus present in extracts of flies than 
is the rhesus monkey. 

The findings during four consecutive 2-week periods 
were: (1) From Aug. 20 to Sept. 1, 43 patients developed 
poliomyelitis. Only the blow flies Phaenicia sericata 
and Phormia regina contained virus, these being the most 
numerous species collected throughout the epidemic. 
(2) From Sept. 2 to 15 there were 23 cases of polio- 
myelitis. Virus was isolated from Phormia regina, 
Musca domestica, and flesh flies Sarcophaga spp. Phormia 
constituted 25% of the samples, and the others 3% and 
4% respectively. (3) From Sept. 16 to 29 there were 
15 cases of poliomyelitis. No virus was isolated from 
flies. (4) From Sept. 30 to Oct. 10 there were 7 cases of 
poliomyelitis. Only the blow fly Cynomyopsis cadaverina 
yielded virus. This fly was not present in the first two 
periods, but at the time of the fourth period constituted 
10-5% of flies. 
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The finding of virus in a particular species was not 
merely a reflection of the larger numerical prevalence of 
that species. It,is not possible as yet to assess the 
significance of fly contamination and it is suggested that 
it would be worth while to test for the presence of virus 
in flies before the onset of anepidemic. A. J. Rhodes 


479. An Outbreak of Poliomyelitis 


J. E. Spence. Medical Officer [Med. Offr| 81, 93-96, 
Feb. 26, 1949. 5 figs. 


This report by the Medical Officer of Health for the 
Borough of Eccles is a restatement of data already 
published but with the addition of a more comprehensive 
discussion of the epidemiological features. The Eccles’ 
outbreak deserves this attention because in the polio- 
myelitis epidemic of 1947 the town had one of the 
highest attack rates in England and Wales with 1-09 
notifications per 1,000 population. The attack rate in 
children under 5 years of age was 8-09 per 1,000 and in 
comparison with the rest of the country children were 
heavily affected. 

Summing up observations on the mode of spread the 
author mentions: ‘‘(1) Evidence of carrier-to-case con- 
tact and contact between abortive and frank cases. (2) 
Evidence of numerous abortive cases, especially in close 

- proximity to frank cases. (3) A marked tendency for 
cases to be On or in the immediate neighbourhood of 
main roads. (4) Some suggestion of grouping of cases 
and centrifugal spread. (5) An initial marked limitation 
of the spread of infection by the Bridgewater Canal, 
where communications betsveen the, two halves of the 
borough are restricted. (6) A rapid spread once that 
barrier was crossed. (7) The exclusion of other impor- 
tant means of spread’’. These findings all lead to the 
conclusion that human contact played the major part in 
the spread of infection. 

Several factors in the Eccles outbreak seemed to 
favour the theory of pharyngeal spread. (1) In very few 
of the cases was there evidence of the prolonged or inti- 
mate personal contact usually associated with faecal 
spread. (2) The distribution of cases over the borough 
was of the type usually associated with droplet infection. 
(3) All social groups were represented in the outbreak. 
(4) The author does not believe that, in Eccles, sanitary 
conditions and habits are such as to afford many oppor- 
tunities for spread of intestinal infections, certainly not on 
such a wide scale. (5) No undue prevalence of gastro- 
intestinal infections was noted during the period of the 
outbreak. (6) Catarrhal symptoms were very common 
in the pre-paralytic phases. The seasonal incidence is 
unlike that of other droplet infections but, if the increas- 
ing recognition being given to the part played by evapor- 
ated particles of infected material in droplet spread is 
borne in mind, the hot dry summer may well have 
facilitated a nasopharyngeal spread. 

Notifications in Eccles numbered 46 compared with a 
total of 30 cases during the years 1913 to 1946. Cases 
appeared during the period June 18 to October 25, and 
the circumstances strongly suggested importation from 
the neighbouring town of Irlam and a spread from west 
to east. The most striking feature is the suggestion that 


periods were 7, 8, 9, 9, and 13 days. 
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the Bridgewater Canal formed a barrier against this 
spread for a period of 6 weeks. 

An account is also given of the times and nature of the 
exposure in 5 cases in which exposure occurred on one 
occasion and was of limited duration. Incubation 
W. H. Bradley 


INDUSTRIAL MEDICINE 


480. Environmental and Occupational Cancer 

W. C. Hueper. Public Health Reports, Washington 
[Publ. Hlth Rep., Wash.) Suppl. 209, 1-69, . 1948, 
Bibliography. 


481. Asbestosis: VI. Analysis of Forty Necropsied 
Cases 

K. M. LyncH and W. M. CANNON. Diseases of the 
Chest [Dis. Chest] 14, 874-889, Nov.—Dec., 1948. 6 figs., 
17 refs. 


The authors report an analysis of 40 cases in which at 
necropsy asbestosis was found. Cases are divided into 
minor (discovered incidentally at necropsy), medium, 
and advanced grades, the advance of the disease and the 
prominence of asbestosis bodies showing a direct relation 
to the duration of exposure. In 4 of 14 cases of advanced 
grade, pulmonary tuberculosis was the primary cause of 
death. Only in cases of recent exposure was recent 
fibrosis found, providing support for Gardner’s belief 
that fibrosis does not progress indefinitely after cessation 
of exposure (J. Amer. med. Ass., 1938, 111, 1925). 

Presence of asbestosis bodies is not invariable in experi- 
mentally produced asbestosis but’ is more typical of 
human asbestosis. Lung damage occurs before the 
formation of asbestosis bodies, which may represent an 
attempt by the tissues to segregate the particles; they 
persist in the lung indefinitely. Pleural fibrosis is an 
outstanding, though not invariable, feature of asbestosis; 
the reason for this is not clear, as the particles do not 
reach the pleura. 

The occurrence in asbestosis of nodular fibrosis of 
silicotic type, which King et al. have produced experi- 
mentally (Thorax, 1946, 1, 188), was confirmed in 8 cases. 
Carcinoma of the jung occurred in 3 out of 40 cases— 
an incidence of 7:5%, which is 7 times greater than the 
general incidence—all in cases of medium- or advanced- 


grade asbestosis. This figure is in accordance with the - 


experience of other workers and calls for further study. 
Tuberculosis occurred in 6 cases, but it is suggested that 
this incidence is not significant [this is not quite convine- 
ing]. Gardner stated that experimental asbestosis does 
not predispose to tuberculosis. 

[Unfortunately the occupational histories of these 
cases are often incomplete.] L. W. Hale 


482. Health Hazards in the Chloroprene Rubber 
Industry and Their Prevention. A Clinical and Experi- 
‘mental Study with Special Reference to Chloroprene as 
Well as Oxidation and Polymerization Products Thereof. 
[In English] 

A. E. Nystrom. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 219, 7-125, 1948. 18 figs., bibliography- 
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Physiology and Biochemistry 


483. The Effect of Exercise on Renal Plasma Flow in 


Normal Male Subjects 

C. B. CHAPMAN, A. HENSCHEL, J. MINCKLER, A. Fors- 
GREN, and A. Keys. Journal of Clinical Investigation 
[J. clin. Invest.] 27, 639-644, Sept., 1948. 2 figs., 12 refs. 


The effect of exercise on renal plasma flow was studied 
in patients with moderate water diuresis who emptied the 
bladder by voluntary micturition. Using a constant- 
injection apparatus the authors estimated para-amino- 
hippurate clearances in 9 healthy male subjects, aged 21 
to 32 years, before, during, and after graded exercise on a 
motor-driven treadmill. Clearance values were corrected 
for surface area. Of 59 experiments with a total of 140 
clearance periods, 35 were acceptable as having two or 
more basal values within 10% of each other. In the 
large series the basal corrected mean for consecutive 
determinations in triplicate was 613+ 107 ml. per minute. 
In all cases there was a progressive decline in renal 
plasma flow as work proceeded. After the subjects had 
walked for 32 minutes at 3 miles (4-8 km.) per hour at 
zero gradient, 3 miles per hour at 5% gradient, and 3-5 
miles (5-6 km.) per hour at 10% gradient, the renal plasma 
flow was decreased by an average of 15, 27, and 35% 
of resting control values. These results were statistically 
significant. Recovery of renal plasma flow to basal 
levels was incomplete 40 minutes after the exercise and 
was considerably slower than that of the pulse and blood 
pressure. If this decrease in renal plasma flow repre- 
sents a diversion of blood to working muscles, then from 
these results, during the lightest work noted above 
150 ml., and for the heaviest work 330 ml., of whole 
blood per minute are diverted. J. Maclean Smith 


484. Morphology of Human Spermatozoa: Observa- 
tions with the Electron Microscope 

O. S. CuLp and J. W. Best. Journal of Urology {J. 
Urol.] 61, 446-458, Feb., 1949. 13 figs., 6 refs. 


485. Interval of Useful Consciousness at Various 
Altitudes 

F. G. Hatt. Journal of Applied Physiology [J. appl. 
Physiol.) 1, 490-495, Jan., 1949. 3 figs., 4 refs. 


In an investigation into the effects of high altitudes 


and resulting-anoxia on mental faculties and ability to | 


perform useful acts, experiments were carried out on 
young healthy men; a low-pressure chamber was used 
and altimeters indicated the equivalent altitude. The 
subjects carried out tests involving simple mechanical 
responses to external visual stimuli. At a simulated 
altitude of 35,000 ft. (10,668 m.) the subjects responded 
to the signals correctly for a time averaging one minute, 
after which loss of consciousness followed in a few 
seconds. Similar results were obtained for altitudes 
between 35,000 and 42,000 ft. (10,668 and 12,780 m.). 


The time during which the subject could successfully 
perform the tests was lengthened in all cases by blood 
transfusion and shortened by previous removal of one 
litre of blood. The transfusions raised the oxygen 
capacity of the subjects from an average level of 15-6 
to one of 17 g. haemoglobin per 100 ml. blood, and the 
blood-letting lowered the oxygen capacity from an 
average level of 15-3 to one of 13-3 g. haemoglobin per 
100 ml. blood. The author considers that the experi- 
ments suggest a possible means of increasing tolerance 
to altitude. The results also show that loss of blood 
causes a decreased tolerance to anoxia. R. P. Foggie 


CIRCULATORY SYSTEM 


486. Clinical Observations on Cardiac Dynamics in 
Healthy Subjects. (Klinische Beobachtungen iiber die 
Herzdynamik beim gesunden Menschen) 

H. REINDELL and L. Dewius. Deutsches Archiv fiir 
Klinische Medizin (Dtsch. Arch. klin. Med.] 193, 639-655, 
1948. 5 figs., 44 refs. 


From kymographic and haemodynamic findings the 
authors estimate that in the heart of normal subjects the 
residual blood volume is about double the stroke volume; 
in highly trained subjects the amount of residual blood is 
further increased. The increase in the stroke volume 
after exercise is associated with a decrease in cardiac 
volume (estimated radiologically) and is at least partly 
due to a decrease in the residual blood volume. The 
inhibitory (vagal) and stimulating (sympathetic) effects 
upon cardiac work are relatively independent of the 
cardiac volume. It is pointed out that, as a result of 
sympathetic nervous action, additional energy can be 
utilized by a mechanism which is independent of length 
or tension of fibres. The vagal effect, on the other hand, 


results in increased economy of the cardiac mechanism. ° 


A. Schott 


487. Electrokymographic Studies of the Ventricular 
Isometric Relaxation Phase of the Cardiac Cycle in Man 
B. R. Boone, E. F. RANDAK, G. F. ELLINGerR, and M. J. 
OPPENHEIMER. Journal of Applied Physiology [J. appl. 
Physiol.] 1, 534-544, Jan., 1949. 7 figs., 11 refs. 


The duration of the ventricular isometric relaxation 


period was studied in healthy subjects and in patients with 


heart disease. The cardiac cycle was recorded by the 
electrokymograph, the points of aortic-valve closure and 
mitral-valve opening being placed and verified by analysis 
of simultaneous electrokymographic, phonocardio- 
graphic, and carotid-sphygmographic records of ventricle, 
auricle, and ascending aorta. 

The duration of the isometric relaxation period in a 
large number of normal subjects averaged 0-115 second. 
Subjects with hypertensive heart disease, with myocardial 
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infarction, and with bundle-branch block gave an average 
mean value of 0-169 second. In hypertension the 
authors suggest that the increase in the intraventricular 
pressure at the end of systole lengthens the time necessary 
for the intraventricular pressure to fall below the intra- 
atrial pressure, thus producing a longer isometric period. 
‘As the hypertrophy of the ventricular muscle progresses 
and ‘the nutrition becomes impaired the inherent rate of 
muscular relaxation may also be altered. The authors 
point out in addition that during the phase of isometric 
relaxation there is a larger coronary blood flow. Pro- 
longation of this phase might therefore be a compensatory 
measure to increase the blood supply to the hyper- 
trophied myocardium. In the cases of bundle-branch 
block and of myocardial infarction the authors think it 
probable that metabolic and structural changes within 
the heart muscle result in an increase in the time required 
for the process of relaxation. R. P. Foggie 


488. A Standardization of the Lewis Method of Venous 
Pressure Determination 

P. ALLEN. Canadian Medical Association Journal {Canad. 
med. Ass. J.| 59, 560-565, Dec., 1948. 2 figs., 10 refs. 


Of the various methods for estimating venous pressure, 
observation of the cervical veins is both simple and 
accurate. The author, working at the Amsterdam Uni- 
versity Clinic, Holland, attempted to standardize this 
method with the aid of a venous pressure instrument and 
a routine procedure. 

The patient lies supine and completely relaxed, and the 
neck veins are used as a manometer. To prevent in- 
accuracies due to filling from above, intermittent digital 
compression is applied below the mandible and the lowest 
level at which simple collapse of the veins occurs is care- 
fully observed. Where the pressure is very low the foot 
of the bed is raised; if it is very high a more erect position 
is adopted, care being taken to avoid errors from abdomi- 
nal compression. The instrument used consists of a 
graduated vertical pillar 24x 2 cm. upon which slides an 
extensible horizontal arm 16 x 2 cm. to the end of which 
is fixed a downward projecting tip 5x0-5 cm. The 
vertical pillar rests upon the angle of Louis, and the 
projecting tip is brought to the point of venous collapse 
by adjusting the horizontal arm with its spirit level 
trued. The height of this arm on the pillar gives the 
exact venous pressure, which is thus automatically 
measured from Lewis’s zero point 5 cm. vertically below 
the angle of Louis. With pressures less than zero the 
positions of the limbs are reversed, and the reading 
subtracted from 10 gives the correct result. 

It was found that venous pressure in 50 normal 
subjects was practically uninfluenced by moderate 
postural alterations. In 55 normal subjects venous 
pressure was independent of thoracic dimensions, ranging 
from —1 to +2 cm. water in 80%; values obtained by 
cardiac catheterization varied from —2-72 to +2-72 cm. 
Comparison of Lewis’s method with the direct estimation 
of yenous pressure in the neck yielded similar results, 
whereas pressure in antecubital veins was always higher 
and never negative. I. Ansell 


489. Estimations of the Decrease in Effective Blood 
Volume when Pressure Breathing at Sea Level 

J. P. Henry, I. HENDRICKSON, E. Movitt, and J. P, 
MEEHAN. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 700-705, Nov., 1948. 3 figs., 12 refs. 


Recent studies of the effects of breathing air at increased 
pressures (Barach ef al., J. Aviat. Med., 1947, 18, 73), 
have suggested that the tendency towards circulatory 
collapse which occurs is due to a decrease in circulating 
blood volume brought about by pooling of blood in 
congested limbs and loss of fluid into the tissues by in- 
creased filtration. In the present experiments the 
extent of fluid loss in normal subjects during pressure 
breathing was followed by determinations of haematocrit, 
haemoglobin, and plasma protein values. Breathing air 
at 30 mm. Hg at sea level for 30 minutes caused a 
calculated loss into the tissues of 4% of the blood volume. 
Raising the pressure to 53 mm. Hg doubled the fluid loss. 
Wearing a pressure jacket greatly increased comfort but 
did not decrease fluid loss. Counter-pressure on the legs 
decreased fluid loss by about 20%. R. A. Gregory 


490. Physiological Correlation between White and Red 


Blood Cells. (Corrélation physiologique entre les 
globules blancs et rouges du sang) 

P. SEABRA. Bulletin der Schweizerischen Akademie der 
Medizinischen Wissenschaften {Bull. schweiz. Akad. med. 
Wiss.] 4, 391-414, Dec., 1948. 18 figs., 25 refs. 


Dried blood films are treated with «-naphthol and 
gentian violet, and the oxidase is estimated in 100 neutro- 
phil and eosinophil leucocytes, and then graded. When 
slides are fixed in formol vapour an effusion of ** oxidasic 
liquid *’ comes from the neutrophils and surrounds the 
adjacent red cells. This liquid originates in the granula- 
tions. The oxidasic effusion becomes more pronounced 
when the barometric pressure falls; this was found in 50 
healthy subjects, and also in pilots at high altitudes. 
This phenomenon does not occur in birds, because their 
erythrocytes already contain oxidase. When _ hyper- 
effusion develops, the blood-sugar concentration is 
reduced. By an electrophotometer technique it was 
established that when the oxidase level falls in leucocytes 
it rises inerythrocytes. This was confirmed in rats placed 
in a decompression chamber, and in 4 volunteers. 
Lipase originating from lymphocytes is necessary for the 
maturation of granules in neutrophils; only the mature 
granules break up. In tuberculosis, substances are 
produced which destroy lipase, and therefore the blood of 
tuberculous patients is poor in erythrocytic oxidase. 

E. Neumark 


491. Thrombin Formation. I. The Role of Calcium, 


» Serum Ac-Globulin and Tissue Thromboplastin 


J. H. Lewis and J. H. FerGuson. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 778-784, Nov., 1948. 
5 figs., 16 refs. 


The standard thrombic mixture in these studies con- 
sisted of 0-1 ml. of 0-1% prothrombin, 0-1 ml. of 0-1% 
Ac-globulin, and 0-5 ml. thromboplastin in a volume of 
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5 ml., with calcium chloride added to a final concentra- 
tion of 0-03 molar. A borate buffer, pH 7-7, was used 
as a solvent and diluent throughout. The prothrombin 
was prepared from bovine plasma and the thrombo- 
plastin from acetone-dried human brain. The serum 
Ac-globulin was the factor described by Ware et al. 
(J. biol. Chem., 1947, 169, 231) as an accelerator of the 
activation of purified prothrombin. At stated incuba- 
tion periods (at 18° C.) 0-25 ml. thrombic mixture was 
added to 0-5 ml. of fibrinogen and the clotting time 
recorded. A series of experiments with varying calcium 
concentrations showed that the maximal thrombin forma- 
tion is rapid in concentrations of 0-0005 to 0-02 M, while 
above 0-03 M the rate of thrombin production is some- 
what slower. The effect of increasing the concentration 
of Ac-globulin was to increase both the rate of thrombin 
formation and the final thrombin yield. No optimum 
Ac-globulin concentration was found above which 
additional thrombin was not formed. 

No thrombin is formed in the absence of thrombo- 
plastin, but as the concentration of thromboplastin 
increases, the rate of thrombin formation and the yield 
of thrombin are increased to a maximum point, above 
which no effect is noted on further addition of 
thromboplastin. R. B. Lucas 
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492. Pteroylglutamic Acid Balance Studies on Monkeys 
P. L. Day and J. R. Torrer. Journal of Nutrition {J. 
Nutrit.] 36, 803-812, Dec. 10, 1948. 2 figs., 13 refs. 


Young rhesus monkeys wer€ studied in metabolism 
cages for 21 days or longer. The basal diet contained 
approximately 20 yg. of pteroylglutamic acid (PGA) 
per monkey per day; it has previously been shown that 
this diet eventually produces in monkeys anaemia, 
leucopenia, and progressive manifestations of PGA 
deficiency, and that the syndrome responds dramatically 
to either pteroyltriglutamic acid or to synthetic PGA. 
The basal diet was fed without supplement to 1 monkey 
only; the others received a daily supplement of either 
(a) 100 pg. of synthetic PGA, or (6) 100 pug. of pteroic 
acid; or (c) 2:5 g. of yeast extract containing approxi- 
mately 100 yg. of PGA, largely in the form of the 
conjugate, or (d) 1,000 yg. of synthetic PGA. Daily 
samples of urine were analysed for free PGA by micro- 
biological assay with Streptococcus faecalis (and also, in 
experiments (a) and (5), with Lactobacillus casei); daily 


samples of faeces were likewise analysed for free PGA and 


also for PGA conjugate. 

It was found that the average daily urinary and faecal 
excretion of PGA by the monkeys which received supple- 
ment (a), (b), or (c) did not differ significantly from the 
excretion of the monkey receiving the deficient diet only; 
in this series the average daily urinary excretion was 
approximately 1 yg., and the average faecal excretion 
between 8 and 10 jg., expressed in terms of synthetic 
PGA per kilo body weight; it is concluded that these 
figures represent ‘‘ basal” levels of excretion. With 
daily intake of 1,000 yg. synthetic PGA, the actual 
increase in urinary excretion was only about 1% of the 


-oral dose and the faecal increase much less than 1% of the 
oral dose, bringing the total excretion to 3 times that of 
the “ basal”’ level. It is concluded that, when fed at 
the 100 jug. level in the form of (a), (6), or (c), the vitamin 
does not pass unchanged through the intestinal tract of 
the monkey, nor, to any significant extent, with a 
1,000 yg. intake of synthetic PGA. It is noted that the 
urinary excretion by the monkey receiving a high intake 
is in marked contrast with that of the normal adult 
human subject; the latter has been shown to excrete in 
the urine 30 to 50% of an oral test dose of 5 mg. of PGA 
within 24 hours. Joseph Parness 


493. Ascorbic Acid and Epithelial Regeneration 

N. M. Gacttoway, R. C. Garry, and A. D. Hitcuin. 
British Journal of Nutrition (Brit. J. Nutrit.] 2, 228-232, 
1948. 11 refs. 


Epithelial regeneration was studied in guinea-pigs 
with a dietary deficiency of ascorbic acid and in rats given 
large supplements of the vitamin. The control guinea- 
pigs received 5 mg. of ascorbic acid daily; the others 
received 0-5 mg. on alternate days. Wounds were in- 
flicted by removing corneal epithelium, part of the 
mucoperiosteum of the gum, a small strip of the pinna of 
the ear, and a piece of the skin of the thigh. Rats were 
used in addition to the guinea-pigs in the last experiment, 
and the effect was studied of the administration of large 
doses of ascorbic acid by mouth [amount not stated] 
or the topical administration of the vitamin in solution. 
The rate of healing in control and experimental animals 
differed in two of these experiments; the thigh wounds in 
the guinea-pigs healed in 16 days in the control animals 
and 29 days in the experimental animals, and the wounds 
of the pinna healed in 8 days in the control animals and 
in 14 days in the animals on a deficient diet. It is 
suggested that deficiency of ascorbic acid in guinea-pigs 
allows normal regeneration of epithelium alone, but 
delays epithelial regeneration over wounds where new 
collagenous tissue is required, because the formation of 
this is itself delayed. J. Yudkin 


494. Folic Acid Metabolism Studies. 1. Occurrence 
of Blood Conjugases 

R. E. Simpson and B. S. SCHWEIGERT. Archives of Bio- 
chemistry [Arch. Biochem.] 20, 32-40, Jan., 1949. 33 
refs. 


The presence of conjugases liberating folic acid from 
its conjugates was demonstrated in the blood of a number 
of species including man; a pH of 6 to 8 was shown to be 
the optimum for their action. These blood conjugases 
also released folic acid from pteroylheptaglutamate but at 
equal rates atpH 4:5 and 7. Takadiastase was shown to 
be ineffective asa source of conjugase, and itself contained 
conjugates, which were broken down when conjugases 
were present in the blood samples used. The folic acid 
formed by conjugase activity was assayed by using 
Streptococcus faecalis R. and Lactobacillus casei; the 
latter organism showed the presence of greater amounts 
of folic acid than the former, in accordance with its known 
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ability to utilize simple conjugates, such as pteroyl- 
triglutamic acid, which are not utilized by Strep. faecalis R. 
Thus conjugase action is shown to give rise to a variety 
of products. Only 30 to 50% of added pteroylhepta- 
glutamic acid is recovered after conjugase action, and it 
is suggested that prior treatment with a proteolytic 
enzyme yields higher values. J. Dawson 


495. Folic Acid Metabolism Studies. II. Effect of 
Dietary Intake on the Concentration of Free and Combined 
Vitamin in the Blood of the Turkey 

B. S. Scuweicert. Archives of Biochemistry [Arch. 
Biochem.] 20, 41-46, Jan., 1949. 1 fig., 9 refs. 


Turkeys 2 to 3 months old: were given a purified diet 
low in folic acid, some receiving 2 mg. pteroylglutamic 
acid per kg. per day during the whole experiment. After 
7 to 9 weeks some birds on the deficient diet received 
either 2 mg. pteroylglutamic acid per kg. or an equi- 
molecular amount of pteroyltriglutamic acid for a 2-week 
period. Birds on the deficient diet showed poor feather 
growth, leg weakness, and anaemia. Three out of 16 
birds died and in all, rate of growth and haematocrit value 
were lower than in the control group. Free folic acid 
in blood was determined, Streptococcus faecalis R. and 
Lactobacillus casei being used as test organisms; conju- 
gated folic acid was determined in the same way after 
pre-treatment with a conjugase preparation from chick 
pancreas. The blood samples were taken | to 2 hours 
after the last food intake. The blood levels reflected the 
dietary intake in all cases, although considerable variation 
in values was found in different series of tests. Pteroyl- 
glutamic acid and pteroyltriglutamic acid were equally 
effective in raising the folic acid level in blood, the latter 
giving rise to a higher concentration of conjugates not 
available to Strep. faecalis R. J. Dawson 


496. Effect of Diet During Pregnancy Upon the Inci- 
dence of Congenital Hereditary Diaphragmatic Hernia in 
the Rat: Failure to Produce Cystic Fibrosis of the Pancreas 
by Maternal Vitamin A Deficiency 

D. H. ANDERSEN. American Journal of Pathology 
[Amer. J. Path.] 25, 163-185, Jan., 1949. 4 figs., 18 refs. 


Previous work of the author and others had suggested 
that a diet during pregnancy which was deficient in 
vitamin A might play a part in the causation of cystic 
fibrosis of the pancreas in children. Experiments to 
test this hypothesis were therefore carried out in an 
inbred strain of albino rats. No changes suggestive of 
cystic fibrosis occurred in the pancreas of the young of 
rats fed on a diet deficient in vitamin A. On the other 
hand, it was found possible to construct such a diet 
which was compatible with reproduction, although it 
resulted in death of most of the young during the first 
2 days of life. Many of the young (19%) were found to 
have diaphragmatic hernia. The addition of vitamin A 
to the deficient diet resulted in a big reduction in the 


incidence of congenital diaphragmatic hernia. The 


tendency to diaphragmatic hernia appears to be a 
genetic trait, since it occurred in only 1% of the young of 
another strain of rats on a deficient diet. Moreover, a 


substrain was developed in which the incidence was 
appreciably higher than that in the original strain; 
on a diet deficient in vitamin A the incidence was about 
40%, and with the addition of the vitamin it was about 8%. 
It is concluded that the tendency for diaphragmatic 
hernia to appear in the offspring may be increased by 
dietary means—for example, by alteration of the amount 
of vitamin A in the maternal diet during pregnancy. 
J. Yudkin 


497. Vitamin B,, and Cell Proliferation 
E. R. Norris and J. J. MAJNARICH. Science [Science] 
109, 32-33, Jan. 14, 1949. 8 refs. 


Working at Washington University, the authors iso- 
lated 33 mg. of a brown crystalline substance, which 
they call vitamin B,,, from 100 litres of normal human 
urine. It contained 19-6% nitrogen and 4% phosphorus, 
sulphur and cobalt being absent. 

Tested on bone marrow cultures, vitamin B,, caused 
the same increase in rate of cell proliferation as 5 million 
times its weight of xanthopterin, and this effect was 
abolished by 2-amino-4-hydroxy-7-methyl pteridine 
(7MP). Vitamin B,, was about 10 million times as 
effective as xanthopterin in inhibiting the growth of 
tissue cultures of the Brown—Pearce rabbit tumour, and 
this effect was completely counteracted by 7MP. A 
single injection of 0-01 jg. vitamin B,,4 was as effective asa 
single injection of 1 mg. xanthopterin in alleviating the 
anaemia and leucopenia of rats treated with sulphathia- 
zole. ‘Walter H. H. Merivale 


498. Action of Enzymes’on Vitamin B,, and Pteridines 
E. R. Norris and J. J. MAJNARICH. Science [Science] 
109, 33-35, Jan. 14, 1949. 


Xanthopterin and folic acid were incubated at pH 7-4 
and 37°C. with xanthine oxidase, prepared from milk 
and purified by repeated precipitation with ammonium 
sulphate. The action of the enzyme increased the 
stimulant effect of xanthopterin and, more markedly, of 
folic acid on the proliferation of bone marrow cells in 
vitro; the products of the action of the enzyme on folic 
acid increased the rate of proliferation of both erythro- 
cytes and nucleated cells. Xanthopterin, pteropterin, 
and folic acid were incubated with rat liver homogenate; 
folic acid and pteropterin alone did not cause a greater 
bone marrow proliferation rate than did liver homogenate 
alone, but the products of their incubation with homo- 
genate did increase the rate of cell production. The 


inhibiting action of 2 amino-4-hydroxy-7-methy] pteridine 


on cell proliferation was not altered by incubation with 
homogenate. Homogenate of the gastric mucosa of 
rats was incubated with folic acid and xanthopterin, the 
products causing about the same rate of cell proliferation 
as vitamin B,4, whose activity in this respect was unaltered 
by incubation with gastric homogenate. A single injec- 
tion of approximately 1 yg. of the products of the 
action of milk and gastric mucosa enzymes on xantho- 
pterin and folic acid caused rapid improvement in the 
anaemia and leucopenia of rats fed on a purified diet and 
given sulphathiazole. 
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It is concluded that the extrinsic factor of Castle 
consists of xanthopterin, folic acid, pteropterin, and 
ibly other pteroyl derivatives, and that vitamin B,,4 
is not identical with the substances formed by enzyme 
action on xanthopterin and folic acid. 
Walter H. H. Merivale 


499. Intoxication with Vitamin D 

J. E. Howarp and R. J. Meyer. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 8, 895-910, Nov., 
1948. 4 figs., 29 refs. 


Details are given of 11 patients suffering from calciferol 
intoxication; one of these had in addition hypopara- 
thyroidism. The highest daily dose received was 
600,000 i.u.-and the lowest 150,000 i.u. No relation was. 
observed between dose of calciferol and the time of onset 
of toxicity. The symptoms observed, in order of fre- 
quency, were weakness, fatigue~and lassitude, loss of 
weight and gastro-intestinal disturbance, polyuria and 
polydipsia. In one case there was metastatic calcifica- 
tion in the nail bed, the outer border of the lips, and under 
the skin of the thenar eminence. In 8 cases there was 
subconjunctival calcification, and lesions of the “ band 
keratitis ’’ type were diagnosed by slit-lamp investigation. 
All cases showed renal insufficiency and elevation of the 
non-protein nitrogen level in blood. The total serum 
calcium level was between 12-4 and 15-1 mg. per 100 ml. 
Serum protein values were within normal limits. Albu- 
min was found in the urine in 7 cases, and 4 patients had 
hypertension. With cessation of calciferol therapy, 
increased fluid intake up to 4 litres a day, and a diet low 
in calcium, symptoms improved within 2 to 8 weeks. 
The return of serum calcium level to normal was much 
slower, 14 months being the longest time and 3 months 
the shortest. The renal impairment appears to be even 
slower in disappearing. J. Dawson 


500. Neurologic Manifestations Associated with Vitamin 
A Deficiency in Young Ducks. A Clinical and Pathologic 
Study 

D. E. FretcHer and R. H. RiGpon. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 61, 199-209, Feb., 1949. 5 figs., 16 refs. 


501. Influence of Various Levels of Thiamine Intake on 
Physiologic Response. III. Reaction Time 

W. W. TuTtTLe, M. Witson, K. Daum, and H. RHODES. 
Journal of the American Dietetic Association [J. Amer. 
diet. Ass.] 25, 21-27, Jan., 1949. 1 fig., 6 refs. 


This study of the influence of aneurin intake on 
reaction time was conducted over 2 years, the reaction 
time measured being the interval between the appearance 
of a light and the pressing of a switch by the subject. 
During the first year the diets were constructed (J. Amer. 
diet. Ass., 1948, 24, 945) and the experimental techniques 
developed. During the second year the effects of 5 
different levels of aneurin intake were studied in 12 
apparently normal women after a control period of 
approximately 3 weeks on adequate diet. A daily intake 
of 140 yg. or less resulted in an increase in reaction time 


and a greater scatter of results as compared with those 
obtained during the control period. An intake of 200 
pg. resulted in an increase during the first 5 or 6 weeks in 
the reaction time, which, however, gradually lessened 
during the following 13 weeks; the changes in reaction 


time varied considerably between the individual subjects, - 


suggesting a considerable variation in requirements of the 
vitamin. Daily intakes of 625 ug. resulted either in no 
change or in a decrease in the reaction times. The 
gradual decrease in reaction time when ‘the intake was 
200 yg. is put down partly to a possible persistence of 
the effect of the previous intake of 145 ug. and partly to 
an acclimatization to a low intake. The intake of 
Calories was about 2,500 daily, so that it appears that 
250 yg. per 1,000 Calories is an adequate daily intake. 
This figure is much lower than those often suggested. 
J. Yudkin 


502. Effects of Agenised Flour on Man 


A. ELITHORN, D. M. JoHNsoN, and M. A. CROSSKEY. 
Lancet {Lancet} 1, 143-146, Jan. 22, 1949. 9 refs. 


** Agene ’’ (nitrogen trichloride) has been used as an 
improver of flour for over 25 years. In view of 
Mellanby’s findings that agenization of flour rendered it 
highly toxic to dogs and ferrets, the authors have tested 
it upon 80 boys aged 10 to 15 years, some of whom 
received flour agenized at the commercial rate and others 
did not. After 8 months no significant differences were 
detected between the two groups by a variety of criteria. 
After the 8 months the children who had been receiving 
untreated flour were given flour agenized at a higher rate 
(12 g. per sack); after 6 weeks there were again no 
significant differences. Flour agenized at double this 
rate was fed to 2 adult volunteers for 8 weeks, but no 
physiological or psychological changes were observed. 

As a result of these studies the authors consider it fair 
to conclude that the effects of commercially agenized 
flour on man are difficult to detect, and that such treat- 
ment may be harmful, beneficial, or without effect. 

H. M. Sinclair 


503. The Energy Value of Oatmeal and the Digestibility 
and Absorption of its Proteins, Fats and Calcium 


McCance and E. M. Graser. British Journal of 


Nutrition [Brit. J. Nutrit.] 2, 221-228, 1948. 10 refs. 


Metabolism was studied in 6 men who, for 11 to 12 
days, consumed a diet corisisting mainly of oatmeal, 
which provided 93 to 100% of its calorie value. The first 
3 days were in the nature of a preliminary adjusting 
period; specimens of urine were collected for the next 
7 days and faeces for a similar period “* marked ”’ by the 
ingestion of carmine. The available energy averaged 
86-6% of the calorie value of the intake, which is slightly 
less than that for wheat (88 to 89%). The fibre of the 
oatmeal was not digested at all, whereas that of wheat 
is digested to an extent of about 20 to 25%. The average 
apparent digestibility of the protein was 70% (wheat 
74%) and that of the fat was 68% (wheat 54 to 62%). 
More calcium was excreted than consumed, no doubt 
owing to the high amount of phytate in the oatmeal; 
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one man had an attack of tetany towards the end of the 

experiment. Calculations show that the best calorie 

values for the protein, fat, and available carbohydrate in 

oatmeal are respectively 3-1, 6-5, and 4-2. For cereals 

in general, factors of 3-5, 6:5, and 4-2 would give no 

“serious error, although 3-5 is too high for the protein in 
oatmeal and 6°5 too high for the fat in wheat. 
J. Yudkin 


504. Effect of Electronic Cooking on Nutritive Value of 


Foods 

M. H. Tuomas, S. BRENNER, A. EATON, and V. CRAIG. 
Journal of the American Dietetic Association [J. Amer. 
diet, Ass.] 25, 39-45, Jan., 1949. 18 refs. 


The effect of electronic cooking on nutritive values was 
compared with that of other methods of cooking. There 
was almost no difference between the retention of nico- 
tinic acid and of riboflavin in beef roasts or meat patties 
when cooked electronically and when grilled. Electronic 
cooking caused slightly greater loss of aneurin in beef 
and slightly less in patties. Comparisons were also 
made with saucepan cooking and pressure cooking of 
vegetables. On the whole, with electronic cooking 
rather less ascorbic acid, riboflavin, and aneurin was 
retained than with pressure cooking and rather more 
than with saucepan cooking. These results with 
vegetables are chiefly due to differences in the amount of 
water, most vitamin being retained with pressure cooking, 
in which the smallest quantity of water is used. 

J. Yudkin 


505. The Meat Ration and Blood Levels. Investigation 
of Indian Soldiers in Persia and Iraq, 1944 

G. F. P. N. CHHUTTANI, and S. Kumar. British 
Medical Journal [Brit. med. J. 1, 219-221, Feb. 5, 1949. 
7 refs. 


Indian soldiers were examined from Ff desert garrison 
that included 17,000 meat eaters and 1,188 vegetarians. 
They were performing full duties and receiving a diet 
providing over 3,000 Calories and over 80 g. of vegetable 
protein daily. All received daily 2 oz. (57 ml.) of un- 
sweetened tinned milk, and the meat eaters had 4 oz. 
(113 g.) of boneless fresh mutton 5 daysa week. The men 
examined were drawn from two units, in one of which (S) 
there was a high incidence of macrocytic anaemia among 
the vegetarians, whereas in the other (B) there was no 
case of anaemia for at least a year before the investiga- 
tion. The vegetarians in unit B received additional 
tinned milk, 44 0z. (128 ml.) 3 days a week, as well as 
additional cereal and fat. 

In the men from unit S, who included 40 meat eaters 
and 42 vegetarians, “there was suggestive evidence of 
widespread iron deficiency in both groups ”’, the mean 
corpuscular haemoglobin content being less than 29% in 
one-third of the cases, with no significant difference 
between the two groups. A widespread low-grade 
macrocytic anaemia was found in the vegetarians in 
unit S; compared with the meat eaters they had signifi- 
cantly lower haemoglobin and erythrocyte values, and 
significantly higher mean corpuscular volume and 


erythrocyte sedimentation rate (E.S.R.); examination 
of sternal marrow showed in the vegetarians a signj- 
ficantly higher percentage of megaloblasts, erythroblasts, 
and macroblasts, and a significantly lower percentage of 
normoblasts. ‘“‘ There was no clear clinical difference 
between the two groups ” [however, it is surprising that 
80%, of the meat eaters and only 36% of the vegetarians 
had angular stomatitis]. In unit B, from which only 12 
men of each group were examined, there was no signifi- 
cant difference between the haemoglobin and erythrocyte 
levels of the two groups, but the E.S.R. of the vegetarians 
was significantly higher. 

The results of the study show “ that under conditions 
of hard physical work diet alone, unassisted by precipi- 
tating coincident diseases, could bring about a frank 
nutritional macrocytic anaemia ”’. H. M. Sinclair 


506. The Effects of Oral Administration of Different 
Proteins on the Plasma Proteins of Protein-depleted Dogs 
B. F. Cow, C. Avper, and S. De Biase. Journal of 
Nutrition [J. Nutrit.] 36, 785-801, Dec. 10, 1948. 28 refs, 


The hypothesis of Madden and Whipple (1940), that 
the depletion of plasma proteins accentuates the normal 
demand for production of plasma protein, has been 
utilized by various investigators as a basis for the measure- 
ment of the nutritive value of proteins in terms of their 
ability to stimulate the production of plasma _ proteins 
in standardized dogs depleted of proteins. This paper 
presents data additional to previous studies of electro- 
phoretic analysis of the plasma of protein-depleted dogs 
made before and after repletion with hydrolysate of 
lactalbumin or hydrolysate of casein. 

When 3 groups of healthy normal dogs were depleted of 
protein by (1) plasmaphoresis, (2) prolonged protein- 
free diet, or (3) diet with inadequate calorie intake, the 
results of analyses of plasma protein before and after 
such depletion showed that any one of the 3 methods of 
protein depletion gave essentially the same results: a 
decrease in plasma volume and plasma protein concentra- 
tion, and therefore in total plasma proteins, by 35 to 40%; 
a sharp decrease in albumin percentage and a marked 
increase in «-globulin percentage; a marked decrease in 
total albumin, a slight decrease in total y-globulin, and 
little change or slight increase in total «-globulins. For 
the purpose of these experiments, therefore, the method 
of depletion by protein-free feeding was adopted, the 
depletion being continued until the albumin-globulin 
ratio was between 0-2 and 0-3. The protein-depleted 
dogs were then fed with diets containing one of the 
following test proteins: (a) whole egg, (b) egg-white, 
(c) lactalbumin, (d) tryptic digest of lactalbumin, 
(e) casein, (f) tryptic digest of casein, (g) wheat gluten; 
each dog received 0-35 g. of nitrogen and 80 Calories per- 
kilo body weight daily for a period of at least 4 weeks, 
with the exception that 0-6 g. of wheat gluten nitrogen 
was given because of-its low biological value. Deter- 
minations of total plasma proteins, albumin, and 
globulins were made before repletion started and again 
2 and 4 weeks later. 

Feeding with any one of the 5 proteins or 2 hydroly- 
sates stimulated an increase in the total circulating plasma 
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proteins. For regeneration of albumin, the most effective 
supplements were lactalbumin and the 2 hydrolysates, 
these being the only supplements to restore the albumin— 
globulin ratio to normal; the hydrolysates were more 
effective than their corresponding whole proteins; the 
least effective supplement was the egg-white. For 
regeneration of globulins, all the supplements were 
effective except lactalbumin and its hydrolysate, the 
former being ineffective for all globulins and the latter 
being effective for y-globulins only. The results of the 
measurement by different biological methods of the 
nutritive qualities of identical samples of the 5 proteins 
and the 2 hydrolysates are also presented. 
Joseph Parness 


507. The Diet, Haemoglobin Values, and Blood Pres- 
sures of Olympic Athletes 

W. T. C. Berry, J. B. BevertpGe, E. R. BRANsByY, 
A. K. CHALMERS, B. M. NEEDHAM, H. E. MAGEE, H. S. 
TOWNSEND, and C. G. Dausney. British Medical 
Journal (Brit. med. J.] 1, 300-304, Feb. 19, 1949. 14 
refs. 


A study was made of the food consumption, haemo- 
globin level, and blood pressure of certain male 
competitors at the London Olympic Games. There was 
considerable variation in consumption of food, which 
was measured over a 4-day period; the average daily 
consumption of 28 male athletes was 139 g. of protein, 
137 g. of fat, and 390 g. of carbohydrate, with a Calorie 
value of 3,350. There was no relation between Calorie 
intake and type of event. The haemoglobin values of 
147 men averaged 16 g. per 100 ml. of blood. There was 
no significant difference between those from temperate 
and those from tropical countries, but the latter had 
lower systolic and higher diastolic blood pressures. 

H. M. Sinclair 


508. Practical Nutrition of the Geriatric Patient. 
Twenty-four Surgical and Fourteen Non-surgical Cases 
J. L. DeCourcy. Geriatrics [Geriatrics] 3, 353-360, 
Nov.—Dec., 1948. 8 refs. 


In view of the generally accepted views on the desir- 
ability of a high-protein, moderate-carbohydrate, low-fat 
diet for all old people, with a higher level of calcium, iron, 
and vitamins A, B, and C than is required in earlier 
adult life, the author has attempted to evaluate clinically 
the use of “ gerilac” (a spray-dried mixture of whole 
milk, skim milk, and brewer’s yeast with vitamin and 
mineral supplements) as a dietary supplement in surgical 
and medical geriatric cases. Gerilac is designed to supply 
in each reliquefied pint the full dietary allowances of 
vitamins and minerals, as well as more than one-third of 
the protein, recommended for moderately active men and 
women by the Food and Nutrition Board of the National 
Research Council. 

Two groups of patients were studied. The surgical 
group, 16 women and 80 men ranging in age from 50 to 
86 years, were subjected to a variety of operations. The 
14 non-surgical patients, 11 women and 3 men, who were 
under medical treatment at the same time, received the 


. from inoperable cancer. 


supplement. In every case there was clinical or labora- 
tory evidence of need for dietary supplementation, includ- 
ing anorexia, loss of weight, and anaemia. In 18 cases, 
blood calcium concentrations were below normal. Every 
patient received 16 oz. (448 ml.) of the supplement daily, 
for periods ranging from 2 weeks to 3 months. It was 
found to be palatable, easily digested, and well tolerated. 
Results support the findings of other authors that the 
diet of geriatric patients should be supplemented. 
Clinical improvement was shown by gain in strength, 
increased appetite, gain in weight (except in the case of 
2 obese subjects on a reducing diet), and increase in 
haemoglobin value, red cell count, and of blood calcium 
content (where the latter had been subnormal). All 
patients had a sense of well-being, even when suffering 
Morag L. Insley 
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509. An Attempt to Innervate Sweat Glands Through 
Preganglionic Fibers 

W. H. HOLLINsHEAD. Journal of Comparative Neuro- 
logy (J. comp. Neurol. 89, 193-205, Dec., 1948. 3 figs., 
13 refs. 


The cephalic end of the cervical sympathetic chain of 
the cat was anastomosed with the-distal end of either the 
median or the ulnar nerve, the plasma clot method being 
used, in order to test the hypothesis that regenerating 
cholinergic preganglionic fibres might replace the 
cholinergic postganglionic fibres normally supplying 
sweat glands. Functional recovery was tested by 
determination of skin resistance. In those animals in 
which sweating and skin resistance returned to normal, 
re-innervation of the sweat glands had taken place by 
fibres from the radial nerve. No significant number of 


‘preganglionic sympathetic fibres had grown down to the- 


wrist of the animals and no evidence was obtained to 

support the theory that preganglionic fibres might 

functionally replace postganglionic sudomotor fibres. 
A. Schweitzer 


510. The Olivo-cerebellar System. The Effect of 
Interolivary Lesions on Muscle Tone in the Trunk and 
Limb Girdles 


R. B. Kinc. Journal of Comparative Neurology Vv. 


comp. Neurol.| 89, 207-223, Dec., 1948. .7 figs., 18 refs. 


Lesions were produced by incision or electrolysis in 
the interolivary region or in both olives of 3-week-old 
rabbits. The post-operative motor defects were classified 
in three groups: (1) no significant abnormality (opera- 
tive controls); (2) loss of trunk and girdle muscle tone 
with or without additional signs of cerebellar dysfunc- 
tion; (3) signs of vestibular dysfunction or motor 
weakness with or without a loss of tone characteristic of 
(2). The most striking functional abnormality was a 
pronounced loss of tone in the muscles of the trunk and 
limb girdles which was not associated with a reduction of 
muscle strength in the distal free extremities. No 


forced or compulsive rotation was observed. Inter- 


olivary lesions did not modify decerebrate rigidity. 
A. Schweitzer 
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511. The Comparative Pharmacology of the Isomeric 
Heptylamines 

D. F. Marsu. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol. 94, 225-231, Nov., 
1948. 1 fig., 14 refs. 


The effects of the 11 isomeric heptylamines on the blood 
pressure of dogs were tested by two methods: (1) Dogs 
were anaesthetized with sodium barbitone (330 mg. per 
kg. intraperitoneally) and atropine was given or the vagi 
were cut. Since tachyphylaxis prevented direct com- 
parison of the amines on the same animal the effect of 
each amine was compared with that of adrenaline on 
each of 5 dogs. (2) The blood pressure of non-anaesthe- 
tized dogs which had received scopolamine and morphine 
was recorded electrically from a needle in the femoral 
aftery. After doses of adrenaline, one test amine was 
injected. Each amine was tested on each of the same 
7 dogs at intervals of 4 days. The author also measured 
the time during which the blood pressure remained above 
half the maximum pressure attained in response to the 
injection. 

The most active amines of the series (4-methyl-2- 
hexylamine and 2-heptylamine) were those whose 
formulae could be written to look like a part of the 
formula of amphetamine. They resembled amphet- 
amine in the amount of activity (1 mg.=4 to 5 pg. 
adrenaline) and in the duration of the response. This 
suggests that some relation exists between the shape of 
the amphetamine molecule and the affinity of the receptors 
» of the cardiovascular system for it. 

The amines acted feebly in isolated organs: 4 mg. per 
100 ml. caused an increase in tone of the rabbit’s jejunum 
(but 4-heptylamine was inactive) and adequate doses 
caused contractions of rat uterus and antagonized the 
action of adrenaline on the uterus. All the amines 
antagonized the action of histamine on guinea-pig ileum 
but not on guinea-pig perfused lungs. They decreased 
the outflow and the rate and force of beat of the Langen- 
dorff (cat) heart. These isolated organs did not show the 
same specificity as the cardiovascular system since most 
of the amines had the same activity on them. 

In man, 4-methyl-2-hexylamine, 2-heptylamine, and 
5-methyl-2-hexylamine produced a slight rise in blood 
pressure when taken by mouth, but they were only 
one-sixth as active as amphetamine. Pamela Holton 


512. Adrenergic Blocking Drugs: II. Antagonism of 
Histamine and Epinephrine with N-(2-Halealkyl)-1- 
Naphthalene-methylamine Derivatives 

E. R. Loew and A. Miceticn. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 94, 339- 
349, Dec., 1948. 1 fig., 15 refs. 


Investigation of the pharmacological activity of a 
series of N-(2-haloalkyl)-1-naphthalene methylamine 
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derivatives showed that many antagonized both adrena- 
line and histamine and had some atropine-like activity, 
In preliminary tests the oral dose of the compounds 
necessary to protect 50% of mice from a lethal injection of 
adrenaline was determined. The antihistaminic activity 
was tested by giving subcutaneous injections of the com- 
pounds to guinea-pigs 30 minutes before exposing them 
to a histamine aerosol killing 92% of an equivalent con- 
trol group. Acute toxicity tests indicated a very wide 
range between the effective and toxic doses in every case. 
The compounds giving the most satisfactory results in 
these tests were examined further. Their ability to 
reduce anaphylactic shock in guinea-pigs was consider- 
ably greater than that of ‘‘ benadryl.”’. The effects of 
adrenaline, histamine, and acetylcholine on blood 
pressure in the dog were demonstrated before and after 
a slow intravenous injection of the compound under test. 


A dose of 1 mg. of N-(2-bromoethyl)-N-ethyl-1-naphtha- | 


lene methylamine hydrobromide (‘‘ SY-28”’) per kilo 
body weight was sufficient to reverse the effect of adrena- 
line, almost to abolish the fall in blood pressure caused 
by histamine, and to reduce considerably that caused by 
acetylcholine. These effects persisted for at least 150 
minutes. The most effective compounds tried were 
N-(2-chloroethyl)-N-ethyl-l-naphthalene methylamine 
hydrochloride SY-14”’) and the bromine analogue 
(SY-28). P. A. Nasmyth 


513: Adrenergic Blocking Drugs: III. Effects of Two 
Halogenated Ethylamines on Pressor Responses to Epi- 
nephrine, Nicotine and Adrenergic Nervous Reflexes 

C. A. Stone and E. R. Loew. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.| 94, 
350-358, Dec., 1948. 3 figs., 20 refs. 


The activity of two halogenated ethylamines was 
studied by observing their effects on the blood pressure 
changes induced by: (1) injection of adrenaline; 
(2) occlusion of the carotid arteries for 1 minute; (3) 
rebreathing of nitrogen gas over soda lime for 45 seconds 
to 2 minutes; (4) stimulation of the autonomic ganglia 
by the intravenous injection of 0-15 to 0-8 mg. of nicotine. 
The chosen compounds were N-(2-bromoethyl)-N- 
ethyl - 1 - naphthalene methylamine hydrobromide 
(** SY-28 *’), because of its marked potency in antagoniz- 
ing the effects of both histamine and adrenaline, and 
N-[2-(2-diphenylyloxy)ethyl]-(2-chloroethyl) butylamine 
hydrochloride (“* SY-30°’), since it antagonized adrena- 
line but exerted only a weak action against histamine. 
Observations were made in “ atropinized”’ and “ non- 
atropinized dogs. 

An intravenous injection of 5 mg. per kilo of SY-30 
was effective in reversing the effect of 0-02 mg. of adrena- 
line hydrochloride in atropinized and non-atropinized 
dogs. It reversed the effect produced by an injection of 
nicotine in non-atropinized dogs, but only reduced it in 
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atropinized animals. There,was some reduction of the 
effect produced by carotid occlusion and by nitrogen 
inhalation in dogs, both treated and untreated with 
atropine. Injection: of 1 mg. of SY-28 per kilo into 
atropinized dogs always reversed the effect of injecting 
0-02 mg. of adrenaline. It produced variation in the 
responses to the injection of nicotine and to the inhalation 
of nitrogen ranging from a reduction to a small reversal. 
The effect of carotid occlusion was reduced but not 
reversed by this dose of SY-28. Respiratory stimulation 
in response to the action of nicotine and anoxic anoxia 
on chemoreceptors in the carotid body was not diminished 
by either drug. 

Both drugs produced a relatively quick and prolonged 
reduction in the arterial blood pressure. 

P. A. Nasmyth 


514. The Effect of Adrenergic Blocking Agents on 
the Vasoconstriction Produced by Acute Oxygen Lack 

D. F. MARSH and E. J. vAN LigRE. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.} 
94, 221-224, Nov., 1948. 1 fig., 15 refs. 


The authors compared the effects on blood pressure in 
the dog of: (1) adrenaline (2:2 yg. per kg. intra- 
venously); (2) ephedrine (0-2 mg. per kg. intravenously); 
(3) anoxia produced by breathing a mixture of 7% 
oxygen and 93% nitrogen for 60 seconds (in some 
experiments oxygen concentrations of 5% and 9% were 
also used); (4) asphyxia produced by closing the inlet 
valve to the trachea tube for 30 seconds. 

The dogs were anaesthetized with sodium barbitone 
(330 mg. per kg.) given intraperitoneally 90 minutes 
beforehand. Each of the four treatments caused a rise 
in blood pressure. The effects of intravenous injection 
of four adrenolytic drugs were then studied; the results 
are summarized in the following table. 


| 
| 20% | 
Block of 
Advene- 0-2 mg | Reversal | Reversal 
line Adrena- | of 7% of As- 
| Hydro. | lite, | Onsen | phyxia 
chloride 
Perke. | ‘per kg. | 
a 
2 2 
= 
|——|—| 
Ergotamine tartrate . —|+} | + + 
chloride 
benzodiosan sul- | | 
phate (933 F.) | + | + 
a-Naphthylmethyl- 
ethyl-8-chloroethyl- | | | 


+ Indicates that the stated result occurred at this dose, — indicates 
that it did not occur, and blank indicates that the animals would not 
tolerate this dose of agent. 

* Two animals responded with reversal and two did not; all four 
showed reversal at 9° oxygen. 


These results support the view that the rise of blood 
pressure in anoxia is due either to peripheral sympathetic 


discharge or to output of adrenaline and sympathin from 
the suprarenals. But the pressor effect of anoxia cannot 
be entirely explained by release of adrenaline since it is 
more easily reversed by ergotamine and less easily 
reversed by yohimbine and ** 933 F ” than is the rise due 
to adrenaline. 

The fall in blood pressure observed when the pressor 
effects are reversed by adrenolytic drugs is not due 
to histamine, since “ SY-14”’ abolished the effect of 
histamine (2:2 yg. per kg.) but reversed the effects of 
adrenaline and anoxia. Neither is the fall in blood 
pressure due to acetylcholine since it was not affected by 
atropine. Pamela Holton 


515. The Pharmacological Activity of 1-Phenyl-2- 
Butylamine 

D. F. MarsH. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 94, 426-430, Dec., 
1948. 2 figs., 10 refs. 


516. Curare-like Action of Polymethylene Bis-quater- 
nary Ammonium Salts 

R. B. BaRLow and H. R. ING. British Journal of Phar- 
macology and Chemotherapy [Brit. J. Pharmacol.| 3, 
298-304, Dec., 1948. 23 refs. 


See also Section Cardiovascular Disorders, Abstract 
705; Section Genito-urinary Disorders, Abstract 893. 


517. The Fate of Procaine in Man Following its Intra- 
venous Administration and Methods for the Estimation of 
Procaine and Diethylaminoethanol 

B. B. Bropre, P. A. Lier, and R. Poer. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 94, 359-366, Dec., 1948. 12 refs. 


Methods are described for the estimation of procaine’ 


and two of the products of its metabolism (p-amino- 
benzoic acid and diethylaminoethanol) in plasma and in 
urine. The determination of procaine is based upon the 
spectrophotometric estimation of the dye produced by 
coupling the diazotized procaine with N-(l-naphthyl) 
ethylenediamine hydrochloride. Diethylaminoethanol is 
determined by forming its methyl orange salt and then 
estimating the combined methyl orange by a spectro- 
photometric method. The conjugated forms of 
p-aminobenzoic acid and p-aminohippuric acid are de- 
acetylated and the compounds then estimated spectro- 
metrically after diazotization and coupling with 
N-(1-naphthyl) ethylenediamine. 

Two grammes of procaine was given by intravenous 
infusion over periods varying from 45 to 125 minutes, 
and the procaine, p-aminobenzoic acid, and diethyl- 
aminoethanol were estimated in the urine collected over a 
period of 24 hours after dosage. Approximately 2% 


of the procaine was excreted unchanged, while the 
p-aminobenzoic acid represented 80% and the diethyl- 
aminoethanol 30% of the administered procaine. A 
combined dose of | g. of diethylaminoethanol and 1 g. of 
p-aminobenzoic acid, given intravenously in 250 ml. 
volume, resulted in the excretion of 33% of the former 
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and 90% of the latter in a 24-hour specimen of urine. 
These results, being roughly parallel with those obtained 
after intravenous infusion of procaine, suggest that the 
cleavage of the latter into p-aminobenzoic acid and 
diethylaminoethanol is probably the main, if not the only, 
route of metabolism of procaine. 

The low levels of procaine found in the plasma during 
intravenous infusion, and its rapid rate of hydrolysis 
by plasma in in vitro experiments, suggest that the 
plasma and not the liver is the main site for the meta- 
bolism of procaine. P. A. Nasmyth 


518. Bromal Hydrate and Chloral Hydrate: A Pharmaco- 
logical Contrast and its Chemical Basis 

T. C. Butter. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.) 94, 401-411, Dec., 
1948. 1 fig., 25 refs. 


Bromal hydrate, unlike chloral hydrate, has no anaes- 
thetic effect but leads to death in coma after preliminary 
local irritation and central excitation. No detectable 
amounts of the possible metabolites, tribromoethanol 
and tribromoacetic acid, were found in the plasma of 
dogs after large doses of bromal hydrate. The absence 
of tribromoethanol accords with the lack of any anaes- 
thetic action. Jn vitro evidence suggests that a rapid 
reaction between bromal hydrate and serum albumin and 
cysteine accounts for its rapid disappearance from the 
serum. Most of the bromine in the compound is prob- 
ably excreted as bromide. The high reactivity of the 
bromine with sulphydryl groups probably accounts for 
the toxicity of bromal hydrate. The differences between 
the reactivities of bromal and chloral hydrate are dis- 
cussed in relation to their structural features. 

Derek R. Wood 


519. An Ultraviolet Spectrophotometric Procedure for 
the Determination of Barbiturates 

L. R. GorpsBaum. Journal of Pharmacology and 
Experimental Therapeutics [J. Pharmacol.] 94, 68-75, 
Sept., 1948. 3 figs., 3 refs. 


520. Phenylthiourethanes as Local Anaesthetics 

H. YAo-TsenGc, Y. Yu-WEN, and I. CHANG. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.) 3, 297, Dec., 1948. 1 ref. 


521. Action of Narcotics and Local Anesthetics on the 
Respiration of Heart Muscle 
A. WOLLENBERGER. Journal of Pharmacology and 
Experimental Therapeutics [J. Pharmacol. 94, 444-454, 
Dec., 1948. 1 fig., 23 refs. 


The effect of various narcotic and local analgesic 
drugs on the respiration of slices of left ventricle from 
dogs and guinea-pigs was studied in Warburg mano- 
meters by measuring oxygen consumption, aerobic 
carbon-dioxide production, and anaerobic carbon- 
dioxide production, expressed as cubic millimetres 
of oxygen, or carbon dioxide per mg. dry weight of 
tissue per hour (Qos, Qco,, and QN2). The following 
compounds were used: pentobarbitone, chlorobutanol, 


tetracaine, propazone, cocaine,’ procaine, and para- 
Idehyde. After a control period the drug to be tested 
was tipped in from the side-bulb and respiration was 
again followed after a steady state had been reached. 
The results ranged from a 23% inhibition of oxygen 
uptake in the case of pentobarbitone in a concentration 
of 0-5 millimol (mM) per litre to one of 85% for 
paraldehyde in a concentration of 150 mM per litre, 
In general the narcotics inhibited respiration more 
than the local analgesics, in contrast to their relative 
potency in producing cardiac failure. The respiratory 
quotients (R.Q.) were not changed. 

The effects of different additional substrates on the 
inhibition were also studied. Glucose, acetate, /-malate, 


_ and pyruvate were not capable of reversing the inhibition, 


Succinate brought about a very sharp increase in oxygen 
consumption. The R.Q. were not altered, suggesting 
that there is no qualitative change in metabolism. The 
extra oxygen uptake immediately after adding succinate 
represents the conversion of succinate into fumarate. 
This was not affected by pentobarbitone, showing that 
succinic dehydrogenase and the cytochrome oxidase 
system are not sensitive to the drug. But the oxidation 
of fumarate was inhibited by pentobarbitone and also 
by chlorobutanol. The stronger inhibition produced by 
pentobarbitone (and also by chlorobutanol) in the 
presence of pyruvate indicated that pyruvate is oxidized 
in preference to endogenous substrates and that the 
pyruvate oxidase system is inhibited. None of the 
narcotics affected the anaerobic respiration of heart 
muscle except paraldehyde (140 mM per litre). Tetra- 
caine and procaine inhibited, and cocaine stimulated, 
respiration. 

Comparison of the negative inotropic activity and the 
inhibition of respiration (see Table) shows that there is 
some relation between the two effects in the narcotics but 
not in the local analgesics. It is concluded that the 
depressant action of the narcotics on the heart is caused 
by impairment of a phase of myocardial activity other 
than oxidative metabolism. 


Concentration ‘ Il 
Capone Index | % Inhibition of 
Drug of the Dog Heart 2 
from 0-9 to 0-2 in Sli oF oe 
mM_/kg. Dog ices Dy Con- 
Heart-Lung centration I 
Preparation* 
Propazone 11-30 55t 
Pentobarbitone .. 0-45 “Se 
Paraldehyde a 17-97 27 
Chlorobutanol .. 1-34 23 
Tetracaine at 0-14 0 
Procaine 1-15 0 
Cocaine 0-14 « 0 


* Heart, lungs, and blood. 
+ Following initial stimulation of 33%. 


Pamela Holton — 


522. The Therapeutic Uses of Intravenous Procaine 
D. J. GRAUBARD and M. C. PETERSON. Anesthesiology 
[Anesthesiology] 10, 175-187, March, 1949. 31 refs. 
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523. Experimental Studies of the Mechanism of Action 
of Mercurial Diuretics (“ Neptal’’). (Richerche speri- 
mentali sul meccanismo di azione dei diuretici mercuriali 
(Neptale) ) 

A. CANIGGIA and L. PiGNotti. Archivio per le Scienze 
Mediche [Arch. Sci. med.] 86, 552-577, Dec., 1948. 
2 figs., bibliography. 


In this paper, originating from the University of Siena, 
the authors publish the results of investigations on the 
mechanism of action of mercurial diuretics. All their 
work was done with “ neptal” (o-hydroxymercuri- 
propanolamidocarboxyphenoxyacetic acid) because in 
their opinion it gave the most constant results. The 
patient fasted for 24 hours and did not receive any 
fluid. Two vials of neptal were injected intramuscularly. 

Excretion of water and chlorides, haematocrit values, 
plasma refractive index and viscosity, erythrocyte 
sedimentation rate, capillary permeability, and tissue 
hydrophilia (Salvioli) were determined in 20 patients, 
mostly with cardiac disease. 

The results can be summed up as follows. Water 
diuresis was increased in each case after the administra- 
tion of neptal, whether the patient was oedematous or 
not. The highest-level of diuresis was maintained from 
the third to the ninth hour. -The excretion of sodium 
chloride was increased relatively and absolutely. Water 
and chloride diuresis ran _ parallel. Haematocrit 
examinations showed that hydraemia was not necessarily 
associated with good diuresis. There was a more or less 
conspicuous increase in refractive index and viscosity. 
The values obtained in the third hour were maintained 
until the ninth hour after administration. Hyperpro-. 
teinaemia and increase in viscosity were always present 
irrespective of hydraemia. There was no direct relation 
between the diuretic effect and the hyperproteinaemia. 
Erythrocyte sedimentation rate was not uniformly 
changed. For the investigation of capillary permeability 
and tissue hydrophilia the Landis test and Salvioli test 
were used. The Landis test was carried out by estimating 
the percentage values of loss of water and loss of protein 
and the increase of protein filtrate after 30 minutes’ 
compression of a limb at a pressure of 50 mm. Hg. 
Salvioli’s method consisted in the observation of absorp- 
tion time of a suction blister. The absorption of the 
blister was delayed under the influence of neptal. There 
was an increase in the values of water and protein loss in 
the Landis test and in the protein filtrate. 

The authors believe that the diuresis is mainly caused 
by complex interaction between the mercury and chloride 
ions at the level of the renal cells. Although there 
appear to be points in favour of a diuresis-promoting 
activity of the liver cells they cannot fully accept the 
extrarenal theory. E. Forrai 


524. Prolongation of Action of Heparin 

J. J. Vorzimer, L. N. SussMAN, and M. J. MARDER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 138, 747-748, Nov. 6, 1948. 4 figs., 4 refs. 


A technique is described for prolonging the action of 
heparin on coagulation time. One ml. of a concentrated 


aqueous solution of heparin containing 200 mg. of heparin 
per ml. is emulsified in 1 ml. of a mixture of cholesterol 
derivatives (35%), peanut oil (65%), and beeswax (2%). 
The intramuscular injection of the resultant 2 ml. caused 
a prolongation of the coagulation time to from 200% to 
900% of normal for 17 to 24 hours. There was no 
bleeding at the site of injection and pain was negligible. 
The effect on coagulation time when the same dose of 
heparin was injected in aqueous solution alone was 
limited to 6 hours. S. H. Cookson 


525. Antagonism of Rutin to Capillary Effects of 
Sodium Bisulfite and Procaine 

R. K. RicHarps and K. E. Kueter. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 
94, 372-381, Dec., 1948. 3 figs., 20 refs. 


Combination of adrenaline with 0-2% sodium 
bisulphite considerably increased its toxicity when 
injected intramuscularly, presumably by increasing the 
permeability of the capillaries; 50 mg. of rutin, given 
intravenously 10 minutes before the injection of a toxic 
mixture of adrenaline and sodium bisulphite, con- 
siderably reduced the toxicity, and an injection of 75 mg. 
of rutin caused complete disappearance of toxic effects. 

An intravenous injection of 75 mg. of rutin, given 10 
minutes before a toxic intramuscular dose of adrenaline 
alone, did not significantly affect toxicity. - 

Studies of the effects of adrenaline upon the perfused 
isolated hind limb of the frog and upon blood pressure in 
the cat before and after rutin, designed to determine 
whether rutin sensitized tissues to the effect of adrenaline, 
gave inconclusive results. 

Sodium bisulphite had been shown previously to 
increase the toxicity of intramuscularly injected procaine, 
presumably by the same mechanism. Again, 75 mg. of 
rutin given intravenously before an intramuscular injec- 
tion of a mixture of procaine and sodium bisulphite 
sufficient to produce convulsions in all normal animals 
and to kill 4 out of 5, prevented the appearance of any 
toxic effects. A similar injection of rutin also protected 
rats from the effects of a dose of procaine sufficient to 
kill the whole of a group of untreated animals. Rutin 
was incapable of reducing the toxicity of procaine given 
intravenously, so it was concluded that the effect was 
peripheral. Other experiments showed that procaine, 
and procaine plus sodium bisulphite, increased capillary 
permeability to trypan blue. P. A. Nasmyth 


PENICILLIN 


526. Biosynthesis of Penicillins. VIII. Studies with 
New Biosynthetic Penicillins on Penicillin Resistance 

O. K. BEHRENS and M. J. KINGKADE. Journal of Bio- 
logical Chemistry (J. biol. Chem.) 176, 1047-1050, Dec., 
1948. 6 refs. 


The authors carried out experiments to determine 
whether the reported similarity in specificity of action on 
micro-organisms shown by the natural penicillins was 
exhibited by some 18 new biosynthetic penicillins. The 
resistance of organisms to penicillin may be ascribed to at 
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least 2 mechanisms, one of which involves the production 
of penicillinase. Hence, the specificity of action of these 
new penicillins was examined by comparing the rates of 
reaction of these compounds with penicillinase and 
determining their effectiveness against a benzylpenicillin- 
resistant strain of Staphylococcus aureus, 209-P, which 
does not produce a penicillinase. 

A manometric method of assay of penicillin was used 
for following the penicillin-penicillinase reactions; the 
results showed that, although the biosynthetic penicillins 
reacted with penicillinase at significantly different rates, 
the differences were of no therapeutic importance. In 
spite of the fact that the resistance of the Staph. aureus, 
209-—P, was induced by subculturing in the presence of 
benzylpenicillin, this penicillin was one of the most 
effective in inhibiting growth. No correlations were 
apparent between the action of the new penicillins with 
penicillinase and their bacteriostatic action on the 
benzylpenicillin resistant Staph. aureus. 

Malcolm Woodbine 


527. Discontinuous Therapy with Penicillin 

R. Tompsett, A. TIMPANELLI, O. GOLDSTEIN, and W. 
McDermott. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 139, 555-560, Feb. 26, 1949. 
5 figs., 12 refs. 


528. Comparison of Penicillin G and a Biosynthetic 
Penicillin with Regard to Diffusion into Cerebrospinal 
Fluid 

W. P. BoGer and W. W. WiLson. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 458-460, Dec., 1948. 2 refs. 


An intravenous injection of 500,000 units of penicillin 
G was given to 11 patients suffering from neurosyphilis 
who showed no evidence of meningeal inflammation. 
Blood was withdrawn after 5 and 120 minutes, and 
cerebrospinal fluid was obtained by lumbar puncture 
after 120 minutes. Between 3 and 7 days later each 
patient received an intravenous injection of 500,000 
units of a biosynthetic penicillin, penicillin BT (n- 
butylthiomethy! penicillin). Blood samples were taken 
as before after similar intervals and also after 30 minutes. 
Cerebrospinal fluid was collected 120 minutes after the 
injection. The penicillin content of the fluids was 
assayed by a modification of Rammelkamp’s method. 
Penicillin BT gave blood levels comparable to those 
obtained with penicillin G, but it diffused much less 
readily into the cerebrospinal fluid. 

J. E. M. Whitehead 


529. Bactericidal Action of Streptomycin—Penicillin 
Mixtures in vitro 

A. C. NicHoLs. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.) 69, 477-478, Dec., 1948. 1 fig. 


The minimum lethal concentration of penicillin and 
streptomycin was determined by a broth-dilution method 
for each antibiotic for three strains of Staphylococcus 
aureus and one of Streptococcus pyogenes, inocula 
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of 500,000. organisms being used. Titration of the com- 
bined antibiotics was made by adding varying amounts of 
streptomycin to a penicillin titration. It was found that 
the mixture was bactericidal at concentrations of each 
antibiotic considerably lower than the minimum lethal 
concentration of either by itself. J. E. M. Whitehead 


530. Urinary Penicillin Excretion in Women 

M. J. GOLDEN, F. M. Neumeter, and K. A. Oster, 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 69, 601-602, Dec., 
1948. 1 fig., 3 refs. 


Discrepancies had been observed in the urinary 
excretion of penicillin by women to whom the drug had 
been administered by mouth in vehicles designed to 


prevent destruction by the gastric acid. Penicillin in — 


doses of 25,000 units was given 2 hours after a light meal 
to 3 healthy women, either in 200 ml. aqueous solution or 
in 2 g. of buffer suspension or “‘ antacid ’’ mixture. No 
food was taken for 2 hours afterwards, and the urine was 
collected after 30 minutes and thereafter hourly for 6 
hours. The penicillin content of the urine was assayed 
by a cup-plate method. Doses were given 4 to 6 times 
during the intermenstrual period with one vehicle, and 
were repeated after an interval of one month in a dif- 
ferent vehicle. There was a marked increase in penicillin 
content of the urine in the week before menstruation. 
J. E. M. Whitehead 


531. The Sensitivity of Streptococci to Penicillin G 


_ After Exposure to the Antibiotic in vivo 


E. GRUNBERG, C. UNGER, and D. Expripce. Yale 
Journal of Biology and Medicine [Yale J. Biol. Med.] 
21, 121-126, Dec., 1948... 4 refs. 


Since it was not desired to carry out the conventional 
in vitro tests of penicillin sensitivity of streptococci with 
subcultures obtained from the infected and treated tissues, 
Fleming’s iechnique of the gutter ’’ plate was used. 
This permitted the direct transfer of the streptococci from 
the tissues to a medium on which the sensitivity of the 
micro-organisms could be estimated by the measurement 
of the zones of growth inhibition. Albino mice were 
infected subcutaneously in the abdominal wall with 0-2 ml. 
of a 10-! dilution of an overnight culture in serum broth 
of haemolytic streptococcus B. Immediately after the 
infection 1 ml. of a solution of sodium penicillin 
containing the desired concentration was _ injected 
topically. The animals were killed, together with 
identically infected untreated control groups, at intervals 
of 2, 3, 4, 5, 6, and 24 hours, and cultures were made by 
streaking on gutter agar plates. Cultures on plain blood 
agar and on penicillinase blood agar (1 mg. of penicillin- 
ase per ml. of blood agar) were also made in most of the 
experiments. After overnight incubation the plates 
were studied; the presence or absence of zones of 
inhibition was noted, and the zones of inhibition on the 
gutter plates were measured by means of a caliper. 
Haemolytic streptococci, after exposure in vivo to 
different concentrations of penicillin, acquired a higher 
sensitivity to it than did streptococci from the tissues of 


53 


OTHER ANTIBIOTICS 145 


untreated control animals. The increase in sensitivity 
was demonstrable in the stage of reversible damage 
during the first 3 hours of exposure as well as in the 
subsequent stage of irreversible damage during which 
phase the number of surviving organisms was 
considerably reduced. H. P. Fox 


532. Procaine Penicillin; Therapeutic Efficiency and a 
Comparative Study of the Absorption of Suspensions in 
Oil and in Oil Plus Aluminum Monostearate and of an 
Aqueous Suspension Containing Sodium Carboxymethyl- 
cellulose 

J. A. Ropinson, H. L. Hirsu, B. and H. F. 
DowLinG. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 33, 1232-1240, Oct., 1948. 1 fig., 
17 refs. 


Double decomposition of sodium penicillin G with 
procaine hydrochloride produces crystalline procaine 
penicillin, a substance which is relatively insoluble and is 
suitable for repository injection. The preparation may 
be suspended in oil, alone or with added aluminium 
monostearate, or a stable suspension may be made in an 
aqueous solution of sodium carboxymethylcellulose which 
forms a viscous gel. The last two preparations may be 
given with wet syringes. In one case out of 251 reported 
here (29 receiving a second course) a slight local reaction 
occurred due to sensitivity to peanut and sesame oils. 
Pain was not noted nor were there any other reactions. 
After intramuscular injection assayable concentrations of 
penicillin (0-03 unit per ml. or more) were present in the 
blood in all cases up to 20 hours with procaine penicillin 
in oil, up to 120 hours with added aluminium mono- 
stearate, and up to 60 hours with procaine penicillin and 
sodium carboxymethylcellulose in aqueous solution 
with persistence for longer periods in some cases. Pro- 
longed blood concentrations were not maintained, 
however, when the procaine penicillin was in the form 
of dust or flour as a result of grinding, but steps have now 
been taken by the manufacturers to avoid the inclusion 
of these small particles. Of 250 patients with pyogenic 
and spirochaetal infections who were treated all recovered 
except one who had typhoid fever and one with gonor- 
thoea; this latter may have been a reinfection. 

J. Maclean Smith 


See also Section Microbiology, Abstracts 648-9; 
Section Medicine: General, Abstracts 690-1. 


OTHER ANTIBIOTICS 


533. Effect of Nutrients Upon Growth of Streptomycin- 
sensitive, -Resistant and -Dependent Strains of Escherichia 
coli 

W. P. Iverson and S. A. WAKSMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 586-590, Dec., 1948. 2 refs. 


The effect of substances known to favour the growth of 
streptomycin-sensitive strains of Bacterium coli in the 
presence of streptomycin was examined in respect of 
strains of Bact. coli which depend on the presence of 

M—L 


streptomycin for their growth. The basic medium to 
which these substances were added was 0-5% peptone 
and 0-3% meat extract in distilled water, tubes of which 
were inoculated with 44,000 cells and growth recorded 
by a photoelectric colorimeter after incubation for 
varying periods at 28°C. The addition of sodium 
chloride favoured growth, especially in the initial stages, 
and enabled the strain to withstand otherwise inhibitory 
concentrations of streptomycin. The effect of the 
addition of fumarate, pyruvate, or glucose to the basic 
nutrient broth showed that each favoured the early stages 
of growth, especially the sodium pyruvate. The effect 
of the addition of these carbon sources in final concentra- 
tions of 0-2% to Koser’s synthetic medium containing 
various concentrations of streptomycin was determined 
for several strains of Bact. coli. A streptomycin-sensi- 
tive strain of Bact. coli was inhibited by 5 yg. per ml. of 
streptomycin under these conditions, while a strepto- 
mycin-dependent strain grew in all concentrations from 
5 to 1,000 zg. per ml., but not in the absence of strepto- 
mycin. One -streptomycin-resistant strain grew in 
medium containing up to 1,000 yg. per ml. of strepto- 
mycin, while another was found to grow only in 500 pg. 
per ml. of streptomycin. A subculture of this strain 
from the pyruvate or fumarate tubes, after growth for 
3 days in nutrient broth, when plated out yielded approxi- 
mately 280 streptomycin-sensitive cells to one strepto- 
mycin-dependent cell. J. E. M. Whitehead 


534. Specific Treatment of Rhinoscleroma with Strepto- 
mycin 

M. L. Som and A. E. JArFin. Journal of the Mount 
Sinai Hospital [J. Mt Sinai Hosp. 15, 326-329, Jan.—Feb., 
1949. 2 figs., 3 refs. » 


535. Value of Dubos’ Medium in Tests for Strepto- 
mycin Sensitivity of Mycobacterium tuberculosis 

M. Mo tov and A. OsHiNsky. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 19, 70, Jan., 
1949. 12 refs. 


536. Streptomycin Sensitivity of Mycobacterium tuber- 
culosis. A Slide-Culture Technic 

J. T. GIAMMALVo, G. A. Natsios, and N. W. ELTON. 
American Journal of Clinical Pathology {Amer. J. clin. 
Path.] 19, 76-79, Jan., 1949. 3 refs. 


537. Agranulocytosis during the Streptomycin Treat- 
ment of Miliary Tuberculosis. Report of a Case 

D. D. FeLtp. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 59, 317-324, March, 1949. 4 figs., 5 refs. 


538. Effect of Streptomycin on Nerve Tissue in Culture. 
(Action de la streptomycine sur le tissu nerveux en 
culture) 

G. Barskt and J. Maurin. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 76, 295-302, April, 1949. 
2 figs., 14 refs. 


See also Section Infectious Diseases, Abstract 998. 
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539. Antibacterial Action of the Blood of the Large 
Milkweed Bug 

H. Frincs, E. GoLpBerG, and J.C. ARENTZEN. Science 
[Science] 108, 689-690, Dec. 17, 1948. 7 refs. 


The large milkweed bug, Oncopeltus fasciatus, is. 


readily maintained in the laboratory on milkweed seeds 
and water. Blood was extracted for routine purposes by 
slitting the bugs along the abdomen and thorax and 
shaking into 0-85% saline. There was contamination 
with faeces and bacteria by this method. Defaecation 
by the bugs during extraction of blood could be avoided 
by the use of adults, and the bacteria were removed by 
filtration. Pure samples of blood were obtained by cut- 
ting the legs and the antennae and taking up the exuded 
drops in a pipette. An extract of one bug per ml., when 
assayed by the cylinder plate method with Staphylo- 
coccus aureus as test organism, was found to have an 
activity equivalent to one Oxford unit of penicillin. 
The principle was active against Staph. aureus and to a 
lesser degree against Bacillus subtilis, but inactive against 
various Gram-negative bacilli, the timothy-grass bacillus, 
Clostridium diphtheriae, and Streptococcus durans. The 
active agent was water-soluble and was slowly destroyed 
at room temperature, although it withstood boiling for 
30 minutes and autoclaving for 10 minutes at 20 lb. 
per sq. in. (1-4 kg. per sq. cm.) pressure. It was not a 
heat-coagulable protein, nor was it adsorbed by filtration. 
The principle could not_ be extracted from milkweed 
seeds or from 3 other species of insects which fed on 
milkweed exclusively. J. E. M. Whitehead 


540. Volatile Antibiotics: -Antibiotics. (Antibio- 
tiques volatils: béta-antibiotiques) 

W. N. Markorr. Presse Médicale (Pr. méd.] 56, 901, 
Dec. 25, 1948. 3 refs. 


The author reviews his work in Sofia on volatile 
antibiotic substances, to which he gives the name “ f- 
antibiotics ’’, and which he has found to be produced by 
a strain of Penicillium provisionally named P. aromaticum 
antibioticum, by Actinomyces albus, Proteus vulgaris, Bac- 
terium coli, Pseudomonas aeruginosa, Shigella shigae, 
and a strain of Bacterium mucoides. His principal 
work has been with the strain of P. aromaticum which 
was isolated from a wine-vat and which yields an aromatic 
substance after 5 days’ growth on beer-wort agar at 
24°C. Its formation is marked by the appearance of 
ruby-coloured drops on the surface of the growth to- 


gether with an aroma intermediate between that of an. 


apple and that of arose. The maximum yield is reached 
by the 15th day. 

Antibiotic activity was demonstrated by inverting an 
agar plate of the test organism over the mouth of a 
vessel in which the mould was growing. In this manner 
a bactericidal effect on Staphylococcus aureus, Sarcina 
tetragena, Bacillus cereus, B. subtilis, B. mesentericus, 


and Bact. mucoides, was observed; against Klebsiella — 


pneumoniae, Bact. coli, Salmonella typhi, Salm. enteritidis, 
Sh. shigae, and Sh. flexneri the action is described as 
bacteriostatic. No effect was noticed with Saccharo- 
myces, Streptothrix, or moulds. No activity was found 


on control experiments with the volatile products of the 
fermentative action of the mould—alcohol and acetone. 
J. E. M. Whitehead 


541. In vitro Studies of Aureomycin, a New Antibiotic 
Agent 
BE. A. Buiss and C. A. CHANDLER. Proceedings of the 
Society for Experimental Biology and Medicine [Proe, 
Soc. exp. Biol., N.Y.] 69, 467-472, Dec., 1948. 1 fig., 
3 refs. 


The properties of aureomycin were studied and com- 
pared with those of penicillin, polymyxin, and strepto- 
mycin. The sample of aureomycin examined was an 
impure hydrochloride with a pH of 4 in 0-1% aqueous 
solution. Potency was not lost on filtration or in solu- 
tion at refrigerator temperature; at body or room 
temperature there was marked deterioration within 24 
hours. The presence of serum affected the activity of 
this drug to a greater degree than occurs with penicillin, 
By a serial dilution method with inocula of 200,000 
organisms it was shown that aureomycin was less effective 
than penicillin against the Gram-positive cocci, group D 
streptococci excepted, and less effective than poly- 
myxin against the Gram-negative bacilli. Aureomycin 
was as effective as streptomycin against Haemophilus 
influenzae, but less so against Bacterium coli and Kleb- 
siella pneumoniae; against the Staphylococcus aureus 
strain tested it was more effective. The action of the 
drug is bacteriostatic rather than bactericidal; a bacterial 
population exposed to its action showed a progressive 
decline in numbers for the first 24 hours, with eventual 
recovery and full growth. How far this was due to 
deterioration of the drug at incubator temperature and 
to the survival of resistant organisms remains to be 
determined. Size of inoculum was shown to affect the 
inhibitory concentration. J. E. M. Whitehead 


542. Aureomycin, a New Antibiotic. Results of 
Laboratory Studies and of Clinical Use in 100 Cases of. 
Bacterial Infections 

M. FINLAND, H. S. CoLiins, and T. F. PAne. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
138, 946-949, Nov. 27, 1948. 2 refs. 


The authors summarize the results of laboratory studies 
on aureomycin and its use in 100 cases of bacterial infec- 
tion at Harvard: 186 strains of various pathogenic 
bacteria were tested by dilution or “ streak ’”’ plate 
methods. Haemolytic streptococci, pneumococci, gono- 
cocci, and meningococci were inhibited by 1 jg. per ml., 
whereas staphylococci and most Gram-negative bacilli 
were inhibited by 25 yg. per ml., except Proteus vulgaris 
and Pseudomonas aeruginosa, which required a concentra- 
tion of 100 to 250 yg. per ml. for inhibition. No cross- 
resistance with penicillin, streptomycin, polymyxin, or 
bacitracin was found, nor was resistance to the antibiotic 
readily produced either in vivo or in vitro. No aureo- 
mycin-inhibiting substance could be shown to be pro- 
duced by aureomycin-resistant strains. The size of the 
inoculum influences the concentration of aureomycin 
required for inhibition of growth in the tube-dilution 
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method of assay. The dry powder was stable at room 
temperature, and in aqueous solution of pH 4 there was no 
loss of potency after 2 weeks at 4°C. Aureomycin is 


‘most active in acid solutions and is not adsorbed by the 


usual bacterial filters. 

The antibiotic appears rapidly in the urine and is 
excreted for 2 to 3 days after a single oral dose of 0-5 g., 
the maximum concentration—up to 256 pg. per ml.— 
being present for 2 to 16 hours and appearing 4 to 8 hours 
after the dose. Plasma levels {estimated by unsatis- 
factory methods] of about 2 yg. per ml. were obtained 
with oral doses of 1 g. 6-hourly. 

The clinical effect of the oral administration of aureo- 
mycin in empirical dosage to 100 patients with various 
bacterial infections was estimated. Good results were 
obtained in 49 of 66 patients with gonorrhoea; failures 
were most frequent in those receiving 1-5 g. or less daily, 
while in larger doses the results compared closely with 
those obtained with penicillin. Four patients with 
pneumococcal pneumonia and one with meningococcal 
septicaemia were treated; a rapid response was obtained 
ineach. One of 5 typhoid-fever patients improved soon 
after treatment was begun, and in 3 cases the response 
was steady and gradual, and all cultures from blood, urine, 
and faeces were negative for Salmonella typhi after 2 to 3 
days. A carrier treated for 31 days with 0-25 g. 8- 
hourly was shown to harbour Salm. typhi. in the gall- 
bladder, which was subsequently removed at operation. 
One of 3 patients with severe salmonella infection im- 
proved rapidly but the remainder died, as did a patient 
with Bacterium coli septicaemia. Aureomycin was used 
in 16 cases of long-standing urinary infection in which 
other chemotherapeutic agents had failed and which 
were complicated by the presence of other lesions. 
Pyuria disappeared in half the cases, and in most there 
was symptomatic relief. In some, however, strains of 
Proteus vulgaris, Ps. aeruginosa, and Bact. coli resistant 
to aureomycin appeared. Favourable results were 
obtained in 2 cases of non-specific urethritis. 

No sign or symptom of toxicity was found, save the 
infrequent occurrence of looseness of the bowels. 

J. E. M. Whitehead 


543. Aureomycin—A New Antibiotic: Evaluation of 
its Effects in Typhoid Fever, Severe Salmonella Infections 
and in a Case of Colon Bacillus Bacteremia 

H. S. T. F. Patne, E. B. WELLS, and M. FIN- 
LAND. Annals of Internal Medicine {Ann. intern. Med.} 
29, 1077-1092, Dec., 1948. 9 figs., 11 refs. 


Aureomycin is a new antibiotic of limited value at 
present but obviously of some promise of future utility. 
It is given by the mouth in doses of up to 0-5 g. 4-hourly 
and appears to be non-toxic... The present brief report 
is a fair and careful survey of its use in 7 cases of typhoid 
fever, 3 of severe salmonella infection, a case of colon 
bacillus septicaemia, and a typhoid carrier. When the 
drug was given in the early stage in uncomplicated cases 
and in a dose of at least 0-25 g. 4-hourly it appeared to 
have some beneficial effect. 


[The present small series should serve at least to- 


provoke further observation. ] G. F. Walker 


544. Aureomycin, a New Antibiotic 

R. W. BroscHarp, A. C. DornsusH, S. Gorpon, 
B. L. Hutcuincs, A. R. J. KrupKa, S. KusH- 
NER, D. V. LEFEMINE, and C. Prpacks. Science [Science] 
109, 199-200, Feb. 25, 1949. 6 refs. 


545. Investigation into the Production of Bacterio- 
static Substances by Fungi. Preliminary Examination of 
the Ninth 100 Species, all Basidiomycetes 

W. H. Wirkins. British Journal of Experimental Patho- 
logy [Brit. J. exp. Path.] 29, 364-366, Oct., 1948. 7 refs. 


546. Prevalence of Antibiotic-producing Coliform Or- 
ganisms. Further Studies . 

S. P. HALBERT and M. Gravatt. Public Health Reports 
[Publ. Hlth Rep., Wash.) 64, 313-318, March 11, 1949. 


547. The Antibiotic Properties of the Common Ragweed 
J. R. Brown. Texas Reports on Biology and Medicine 
[Tex. Rep. Biol. Med.] 7, 3-11, Spring, 1949. 5 refs. 


548. Isolation of a Crystalline Antibiotic Substance 


from a Strain of Streptomyces and Its Identity with - 


Chloromycetin 

H. Umezawa, T. TAZAKi, H. KANARI, Y. OKAMI, and 
S. FuxuyAMa. Japanese Medical Journal (Jap. med. 
J.) 1, 358-363, Aug., 1948. 1 fig., 5 refs. 


549. The Isolation and Chemical Properties of Tricho- 
thecin, an Antifungal Substance from Trichothecium 
poseum Link 

G. G. FREEMAN and R. I. Morrison. Biochemical 
Journal [Biochem. J.| 44, 1-5, 1949. 11 refs. 


550. Purification of Hemoflagellate Cultures with 
Antibiotics 

H. SENECA, HENDERSON, and M. HARVEY. American 
Journal of Tropical Medicine {[Amer. J. trop. Med.] 29, 
41, Jan., 1949. 5 refs. 


See also Section Dermatology, Abstract 868; Section 
Venereal Diseases, Abstract 879; Section Infectious 
Diseases, Abstracts 977, 979, and 997. 


TOXICOLOGY 


551. Clinical Features of Intoxication with Barium 
Salts. (K KnuHHKe HHTOKCHKaUMA 6apusa) 
M. A. KAZAKEVICH. Menuunna [Kiin. 
Med., Mosk.] 26, No. 11, 56-59, Nov., 1948. 


Five cases of acute intoxication due to barium salts are 
described. The author distinguishes three stages of 
intoxication. (1) An early stage beginning within 1 
hour to 2 hours of ingestion of the poison and charac- 
terized by symptoms of gastro-enteritis, symptoms and 
signs of cardiovascular disturbance (pain in the chest, 
facial pallor or cyanosis, arrhythmias, smallness of 
pulse), and changes in the blood (leucocytosis, lympho- 
penia, a shift to the left in the white cell count, and 
increase in erythrocyte sedimentation rate). Signs of 
encephalopathy also begin to appear (vertigo, ataxia, 
muscle weakness, sweating, salivation). Death may 
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follow quickly, or there may be rapid recovery or a 
change to the second stage. (2) The encephalopathy 
becomes more pronounced, with stress on disturbances 
of the cerebello-vestibular apparatus, visual or auditory 
defect, and emotional lability. (3) As sequelae persistent 
neurological or psychic changes may occur. The 
author considers that the early symptoms may be condi- 
tioned by a central effect—for example, on the vagal 
nuclei. S. S. B. Gilder 


552. Elimination of Carbon Monoxide from the Blood 
of Acutely Poisoned Dogs 

H. SCHWERMA, W. WoLMAN, A. E. SIDWELL, and A. C. 
Ivy. Journal of Applied Physiology [J. appl. Physiol.) 1, 
350-363, Nov., 1948. 1 fig., 28 refs. 


The authors, working in the Northwestern University 
Medical School, Chicago, investigated the rate of clear- 
ance of carbon monoxide from dogs resuscitated by 
various methods. . 

The dogs were exposed to air flowing at a constant 
rate and containing 0-3% carbon monoxide; at the first 
sign of air hunger they were removed from the chamber 
and treatment began. As it was impossible to keep the 
resuscitator masks on the dogs after they became 
conscious, the studies are based on 2 to 4 minutes of 
treatment followed by a period of 4 hours during which 
the animal inhaled air. The methods of resuscitation 
used were: (1) Manual artificial respiration, air being 
inhaled. (II) A mechanical “suck and blow” re- 
suscitation with 100% oxygen. (III) As in II, with 7% 
carbon dioxide in oxygen. (IV) A positive pressure 
mechanical respiration with 7% carbon dioxide in 
oxygen. Blood was drawn at intervals from a foreleg 
vein; samples were also taken from dogs which died. 
The carbonylhaemoglobin content of blood was estimated 
spectrophotometrically; details of technique are given. 

The dogs were divided into the following 4 groups: 
(I) Eight exposed to carbon monoxide till death. 
Average saturation of blood with the gas was 72-8%. 
(11) 20 dogs removed from the chamber at the first gasp 
of air hunger, and which failed to survive; blood 
saturation averaged 73-2%. (III) 41 dogs successfully 
revived after removal at the first gasp of air hunger; 
saturation averaged 74-3%. (IV) 7 dogs in which 
resuscitation failed; in these the blood from spleen was 
77-5% saturated, from liver 79-1% saturated, and from 
the portal vein 68-4% saturated. The differences be- 
tween haemoglobin concentrations in survivors and non- 
survivors were not significant. The individual variations 
were considerable and inexplicable. Post mortem the 
spleen was hard and contracted and the liver engorged. 
The latter organ may be a source of carbonylhaemo- 
globin after respiration has started, owing to its large 
capacity for blood storage. 

The authors compare the findings of others with their 
own. The rate of clearance of carbon monoxide from 
the blood was the same during the first 5 minutes with 
all methods in which oxygen was used, but the initial 
rapid rate persisted for a further 10 minutes with the 
carbon dioxide and oxygen mixture. Four hours after 
treatment the blood carbon monoxide level was approxi- 


mately the same in the blood of all dogs. Mechanica} 
artificial respiration with either pure oxygen or a ™% 
carbon dioxide and oxygen mixture was the most 
effective method; it is considered that there is no advan- 
tage in using carbon dioxide. In any case good cardiac 
function is essential to satisfactory delivery of oxygen to 
the tissues. It is claimed that by raising the oxygen 
level in physical solution in plasma from 0-5% to 2-5% 
by the use of pure oxygen the dissociation of carbonyl- 
haemoglobin is accelerated and oxygen made available 
to the tissues in a form in which it can be most readily 
taken up. Furthermore, the first organ to receive the 
improved oxygen supply will be the heart itself, a further 
contribution to increased cardiac output and recovery, 
A. T. Macqueen 


553. Acute Acetylsalicylic Acid Poisoning. (Akutt 


acetylsalisylsyreforgiftning) 

R. GRELLAND and P. AHNFELT-ANDERSEN. Nordisk 
Medicin [Nord. Med.] 40, 2258-2262, Dec. 3, 1948, 
1 fig., 27 refs. 


The authors report 3 cases of aspirin poisoning in 
infants of 2 years and under, after the ingestion of 7 to 
9 g. The first child was hyperpnoeic on admission to 
hospital, had an alkali reserve of 9 milli-equivalents, and 
was successfully treated with 2,000 ml. of fluid and 
5 doses of 4 g. of sodium bicarbonate during the first 
24 hours. The second patient was admitted 64 hours 
after ingesting the tablets. Her respiration rate was 40 
and she was vomiting. Her alkali reserve was 18-4 
milli-equivalents. She also was treated with fluids and 
alkali but developed albuminuria and steatorrhoea, the 
latter lasting for 3 days. Her glucose tolerance curve 
was abnormally flat on the 9th day, but had returned to 
normal by the 20th day, when she was discharged. The 
third patient, admitted 12 hours after taking tablets, 
was pale, confused, restless, and hyperpnoeic. Her 
alkali reserve was 10 milli-equivalents. She was given 
5-2% sodium bicarbonate intravenously; her hyper- 
pnoea ceased when she had received 100 ml. When she 
had had a further 80 ml. her breathing ceased altogether 
and could not be restored. From this the authors con- 
clude that the correct treatment of the condition is by 
administration of large quantities of fluid and moderate 
amounts of alkali, but that the treatment should be 
discontinued when the hyperpnoea ceases. B. Nordin 


554. Dietary Protein and Carbon Tetrachloride Intoxi- 
cation. Histological Changes in the Rat’s Liver in Acute 
Poisoning [In English] 

W. LAQueuR and F. NAsHAT. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 77, 449-455, Nov. 1, 1948. 9 refs. 


Fairly large groups of adult rats were given single 
injections of carbon tetrachloride (0-01 ml. per 100 g. 
body weight) after being kept for 3 weeks on 20% and 
4% casein diets. The severity, extent, and rate of healing 
of the liver lesions were compared over 7 days. With 
adequate protein in the diet (20% casein) lesions were 
zonal, but with a low protein intake (4% casein) such 
lesions tended to become more diffuse. Females reacted 
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more severely than mgles. The authors think that these 
differences are due to failure or impairment of detoxica- 
tion within the liver cells consequent on reduced protein 
supply. G. R. Cameron 


555. Influence of Choline, Cystine and Methionine on 
Toxic Effects of Pyridine and Certain Related Compounds 
R. A. CouLSON and F. G. Brazpa. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 480-487, Dec., 1948. 2 figs., 
7 refs. > 


In young rats on a high-protein (25% casein) diet, 
addition to the diet of 0-6% of pyridine causes a 50% 
mortality in about 8 days. Survival time is increased 
slightly by addition of 0-5% of choline, and decidedly by 
1% of cystine or methionine. In all poisoned rats the 
liver is enlarged, but increased water content is found 
only when the rats are moribund. Histologically the 
livers show cirrhosis and vacuolation. The effects of 
addition of 1% of quinoline are generally similar to those 
of pyridine and are similarly antagonized. 

V. J. Woolley 


556. Biological Studies with Arsenic 7°, II. Excretion 
and Tissue Localization 

H. S. Ducorr, W. B. NEAL, R. L. StrRAuBe, L. O. JACos- 
son, and A. M. Brues. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 69, 548-554, Dec., 1948. 2 figs., 17 refs. 


Mice of two cancer-liable strains received injections of 
sodium arsenite containing radioactive arsenic (As”*®), 
Relative concentrations of As’® in the kidney, spleen, and 
liver were determined 6, 12, and 24 hours later. In mice 
which were free from tumours these ratios were fairly 
constant; in mice with tumours much wider variations 
were found, but no consistent correlations appear. 
As’® was also injected intravenously into rats, rabbits, 
and human subjects and its excretion studied. There 
were great individual variations, and the results are 
tabulated. Less than 10% is excreted in the faeces in any 
species. In the rat most of the injected dose is present in 
the blood more than 96 hours later; in the rabbit very 
little remains in the blood after 48 hours. V. J. Woolley 


557. Cigaret Smoke Irritation. III. The Efficiency of 
Filters in Reducing its Intensity 
H. B. Haac, J. K. FInNeGAn, and P. S. LARSON. 
Archives of Otolaryngology [Arch. Otolaryng., Chicago] 
48, 41-46, July, 1948. 2 refs. 


558. The Staining of the Duodenal Mucosa of Rats 
Following the Injection of Solutions of Tannic Acid 

J. M. BARNES. British Journal of Experimental Pathology 
[Brit. J. exp. Path.] 29, 495-500, Dec., 1948. 10 figs., 
2 refs. 


After a single subcutaneous injection of 1 ml. of tannic 
acid (20% solution) white rats develop within 7 to 10 
days a striking black pigmentation of the duodenal 


mucosa, due to a deposit of some iron-containing pig- 


ment, almost certainly iron tannate, on the adventitial . 


membrane of the villous capillaries. The staining 
increases over 2 to 3 weeks and then gradually fades. 
It is not influenced by the administration of iron in excess 
or by an “‘ iron-free’’ diet. By-passing the duodenum 
by a gastro-enterostomy prevents the staining, but no 
satisfactory explanation of its origin can be offered. 

G. R. Cameron 


INDUSTRIAL TOXICOLOGY 


559. Comparative Evaluation of Methods Employed to 
Express the Degree of Toxicity of a Compound 

W. B. DEICHMANN and E. G. MERGARD. Journal of 
Industrial Hygiene and Toxicology [J. industr. _— 30, 
373-378, Nov., 1948. 16refs. 


The authors discuss three methods a" to 
express the degree of toxicity of a compound. (1) The 
dose that is lethal for 50% of the animals is determined by 
Behrens’s method. (2) The approximate lethal dose, as 
used at the Kettering Laboratory of Applied Physiology, 
is arrived at by means of graduated concentrations, each 
concentration being 50% higher than the preceding one; 
a small number of animals is used, usually 4 to 6. The 
dose thereby determined is the lowest concentration that 
kills. (3) In the accurate method of Bliss the required 
experimental data are obtained by using not fewer than 
40 animals. A< table is given of the LD 50 of 87 different 
chemical compounds, as calculated by the three methods 
from the experimental data used by Bliss. It was 
found that the figures for the LD 50 calculated by 
Behrens’s method ranged within +10% of the respective 
figures for LD 50 calculated according to the method of 
Bliss. H. M. Vernon 


560. Diagnosis and Treatment of Occupational Metal 
Poisoning 
L. GREENBURG. Journal of the American Medical 
Association [J. Amer. med. Ass.] 139, 815-818, March 
26, 1949. 


561. Differential Diagnosis of Lead Poisoning. Ac- 
cepted Laboratory Criteria 

E. L. BerkKNap. Journal of the American Medical 
Association [J. Amer. med. Ass.] 139, 818-823, March 26, 
1949. 3 figs., 13 refs. 


562. Treatment of Lead Intoxication 

W. C. WiLentz. Journal of the American Medical 
Association |J. Amer. med. Ass.} 139, 823-825, March 26, 
1949, 14 refs. 


563. Industrial Fluorosis. A Study of the Hazard to 
Man and Animals Near Fort William, Scotland 

J. N. AGate, G. H. BELL, G. F. Boppiz, R. G. BOWLER, 
M. BucKELL, E. A. CHEESEMAN, T. H. J. DOUvGLAs, 
H. A. Druett, J. GARRAD, D. HuNTER, K. M. A. PERRY, 
J. D. RICHARDSON, and J. B. pE V. Weir. Medical 
Research Council Memorandum, No. 22, 1-131, 1949. 
16 figs., bibliography. 
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564. Simple Method of Detecting Univalent Antibodies 
in Sera Containing Potent Bivalent Rh Antibodies, with 
Remarks Concerning the Pathogenesis of Erythroblastosis 
Fetalis 

A. S. WIENER and L. HANDMAN. Experimental Medicine 
and Surgery [Exp. Med. —_ 6, 416-427, Nov., 1948. 
34 refs. 


It has always been puzzling that the intensity of the 
foetal erythroblastosis does not run parallel with the 
titre of the maternal Rh-agglutinins. Wiener has now 
abandoned the hypothesis he formerly propounded that 
the agglutinins are responsible for icterus gravis, while 
the blocking antibodies or glutinins lead to stillbirth and 
other more or less severe manifestations of the condition. 
He does this on the ground that the former methods for 
the detection of glutinins were comparatively crude. His 
newer methods, he claims, demonstrate that it is the 
glutinin only which is responsible for the foetal abnor- 
mality, and that the degree of foetal damage does run 
parallel to the titre of glutinin in the mother. 

The new method is to heat the test serum for half an 
hour at 60°C. This destroys the agglutinin, but only 
slightly impairs the glutinin. This is demonstrated by 
taking two anti-Rh sera—one a “ pure”’ agglutinating 
serum, the other a “pure” blocking serum—and 
titrating them alone and mixed, before and after heating, 
by the agglutination method with saline as diluent, by 
the blocking technique, and by the albumin—plasma 
conglutination technique. This heating method is 
recommended for the routine titration of glutinins. The 
observed end-point or titre is multiplied by 1-5 to allow 
for the damaging effect of the heating. 

[The authors’ summary states “* evidence is presented 
that the antibody responsible for the disease is... 
blocking antibodies or glutinins”. There is no such 
evidence in this paper, but references are quoted where 
the evidence may be presented.] John F. Loutit 


565. Blood Groups and Subgroups of the Newborn. II. 
The B Factor of the Newborn : 
L. M. ENGASSER and E. Witessky. Journal of Immuno- 
logy (J. Immunol.} 60, 597-603, Dec., 1948. 9 refs. 


In an attempt to discover possible subgroups of blood 
group B, experiments were made with a human serum 
containing an immune anti-B antibody. This serum was 
titrated with fresh group B red cells from an adult and an 
infant (cord blood). When saline was used as a diluent 
both lots of red cells gave the same end-point (5,120). 
When pooled serum of group B was the diluent, the end- 
point with the adult cells was 10,240 while that with the 
infant’s cells was 2,560. The immune serum was then 
partially neutralized with B substance and re-titrated. 
With saline diluent the titres were: adult cells 80, infant’s 
cells 0; with the serum diluent the titres were: adult 
cells 10,240, infant’s cells 320. In a second experiment 
the normal serum, partially neutralized with B substance, 
was titrated against red cells from the cords of 28 newly 
born group B infants. Of these, 13 were agglutinated 
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practically to the same titre as adult B red cells, while 15 
reacted much more weakly or the reaction resembled 
that of a hypothetical subgroup B, blood. 

John F. Loutit 


566. Observations on the Rare Genes R2 and rY 

A. S. WigNER and M. A. HyMAN. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 18, 921-926, 
Dec., 1948. 16 refs. 


Two families are described in which the Rh chromo- 
some Rz occurs in two generations, and one family in 
which the chromosome rY occurs in two generations. 

[A number of examples of families showing the 
inheritance of Rz have been reported. The case of ry, 
and that published by Van den Bosch (Abstracts of 
World Medicine, 1949, 6, 22), are the only two un- 
equivocal examples of this chromosome, whose existence 
was predicted by Fisher. The example reported by 
Stancu, Clark, and Snyder was not adequately investi- 
gated, and cannot be accepted as proven.] R. R. Race 


567. Clinical Experience with Hemoglobin—Saline 
Solutions 

W. R. AMBERSON, J. J. JENNINGS, and C. M. RuHope. 
Journal of Applied Physiology [J. appl. Physiol.} 1, 469- 
489, Jan., 1949. 7 figs., bibliography. 


The authors describe the effects of a solution of haemo- 
globin in normal saline when injected intravenously into 
patients suffering from various disorders. The solution 
was prepared by the following method. To one volume 
of saline-washed packed human erythrocytes, one-half 
volume of sterile distilled water was added. To this 
mixture 20% of ether or toluene was added, producing 
complete lysis. Agitation and centrifuging resulted in an 
upper layer of stromata and a lower layer consisting of a 
clear aqueous haemoglobin-saline solution, which was 
further purified and the oxygen removed to ensure 
preservation. The final solution contained 10 to 14% 
haemoglobin, methaemoglobin forming 2% of the total 
pigment. In nearly all cases intravenous injection of the 
solution caused a rise in blood pressure, associated with 
reflex slowing of the heart, even when the amount 
injected was too small to alter the blood volume signifi- 
cantly, the pressor response thus being independent 
of the physical effect. In most cases the injection caused 
no change in body temperature, but occasionally severe 
pyrogenic reactions were observed. The authors con- 
sider that these could be avoided by sufficiently careful 
preparation of the solution. 

The haemoglobin-saline injection was effective in 
raising blood pressure, restoring blood volume, and 
removing anoxia after extensive -hhaemorrhage in the only 
case of this type in which it was used. Haematocrit 
readings showed an extremely low erythrocyte volume, 
and the haemoglobin dissolved in the plasma was able to 
transport oxygen to an extent sufficient to support life 
for 30 hours, during which time the reticulocyte count 
increased rapidly. The patient subsequently died from 
renal faifure caused by other factors. In 3 out of 5 cases 
of secondary anaemia the injected haemoglobin-saline 
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solution caused a clearly marked increase in haemato- 
poiesis, with the production of erythrocytes with a 
haemoglobin content similar to that of those already 
circulating, the patients showing definite clinical improve- 
ment. 

The authors did not find toxic breakdown products 
resulting from the dissolved haemoglobin or any ana- 
phylactic reactions to the injections. No impairment 
of urine flow was seen in the majority of cases after 
injection of the solution, but in some cases there were a 
rise in the blood non-protein nitrogen level and a 
decreased urea clearance [Van Slyke’s test for renal 
dysfunction]. In one case, however, apparent renal 
dysfunction persisted for some days after the injections, 
although the volume of urine was normal and well 
maintained, and the authors therefore consider that 
further work is necessary before the clinical value of 
haemoglobin-saline solutions can be fully appraised. 

R. P. Foggie 


568. Correlation between Lewis Blood Group and 
Secretor Character in Man 

R. Gruss. Nature [Nature, Lond.] 162, 933, Dec. 11, 
1948. 6 refs. 


In this preliminary note the discovery is reported of a 
very close correlation between the Lewis blood groups of 
Mourant (Nature, Lond., 1946, 158, 237) and the ability 
to secrete the A, B, or H substance in the saliva. The 
author reports that of 20 persons tested whose erythro- 
cytes were Lewis-positive none secreted the A, B, and 
H substances in the saliva, whereas of 42 persons tested 
whose erythrocytes were Lewis-negative, 41 secreted the 
A, B, or H substance in their saliva. The saliva of per- 
sons whose erythrocytes were Lewis-positive was found 


_ to inhibit anti-Lewis serum quite strongly, and that of 


most persons whose erythrocytes were Lewis-negative 
was also found to have some inhibitory effect on anti- 
Lewis serum. It is suggested that this latter group may 
have been composed of heterozygotes, since, according to 
Andresen (Acta path. microbiol. scand., 1947, 2A, 616), 
it is only in those adult persons who are homozygous 
(LL) that the erythrocytes give the Lewis-positive reaction, 
Lewis-negative blood being of two kinds, LI and Il. 

[This seems to be a discovery of great importance both 
to biochemistry and to serological genetics.] _ 

R. R. Race 


569. Comparative Chronic Toxicity for Warm-blooded 
Animals of 
and 
DD) 
H. B. Haac, J. K. FrnneGcan, P. S. Larson, M. L. 
Dreyfuss, R. J. MAIN, and W. Ruse. Industrial 
Medicine [Industr. Med.) 17, 477-484, Dec., 1948. 
15 refs. 


The relative toxicities of DDD and DDT were investi- 
gated by feeding 119 rats, including controls, with the 
drugs for periods of up to one year, by skin absorption 
tests involving patch inunction or immersion of 30 
rabbits in xylene and triton emulsions and dimethyt 


phthalate solution, and by inhalation of (a) dust by 12 
dogs, 12 rabbits, and 60 rats, (b) “‘ ultrasene ’’ sprays by 
18 dogs and 80 rats, and (c) emulsion sprays by 9 dogs and 
50 rats. The toxicity was assessed by the appearance of 
tremors, the effect on growth, the mortality rate, and the 
histopathology of the liver. DDD is found to be one- 
third as toxic as DDT on prolonged feeding and one- 
quarter as toxic by skin absorption to rabbits; it is much 
less toxic to rats by dust inhalation. DDD is more toxic 
than DDT to rats by ultrasene spray inhalation, but less 
toxic by emulsion spray. The first visible sign of 
chronic DDT poisoning is tremor; that of DDD is 
diminished rate of growth, a sign which appeared at 
levels much below the lethal, tremor not being observed. 
The most characteristic lesions produced by DDD were 
fatty degeneration and miliary necroses of the liver. 
Neither DDD nor DDT caused primary irritation or 
sensitization in patch tests in man.” W. E. Kershaw 


570. Experiments with Insecticidal Smokes for Indoor 
Use 

J. R. Busvine and J. S. KENNepy. Annals of Applied 
Biology [Ann. appl. Biol.], 36, 76-85, March, 1949. 
3 figs., 2 refs. 


' 571. The Heating of Microwaves with and without 


Ischemia 

R. E. Worpen, J. F. Herrick, K. G. WAKIM, and F, H. 
KRUSEN. Archives of Physical Medicine [Arch. phys. 
Med.) 29, 751-758, Dec., 1948. 7 figs., 11 refs. 


Microwave irradiation of living tissues causes an 
increase in blood flow. Experiments were carried out to 
determine what would happen if microwaves were 
applied to ischaemic tissues. The source of microwave 
energy used was a generator with a multicavity magnetron 
tube which produces continuous electromagnetic waves 
of a wavelength of about 12 cm. at an oscillating fre- 
quency of 2,450 megacycles per second; the animals 
used were anaesthetized dogs weighing 12 kg. or more. 

In order to produce ischaemia of the tissues of the 
thigh, an adjustable screw clamp was placed loosely 
round the aorta distal to the origin of the mesenteric 
artery. The incision necessary for this procedure was 
closed by sutures but the handle of the clamp was left 
protruding through a small gap. In order to produce 
ischaemia in the thigh muscles, all that was necessary 
was to tighten the adjustable screw on the handle of the 
clamp. Skin temperatures were recorded by means of a 
“‘thermistor”’, a thermally sensitive resistor with a 
negative temperature coefficient. Ambient temperatures 
can be determined by measuring the actual resistance of 
the thermistor at any moment. The temperatures of the 
subcutaneous tissues and superficial and deep muscles 
were recorded by needle thermo-couples continuously 
= tered galvanometrically on moving photographic 


When ischaemic tissues were exposed to microwaves 
for from 5 to 10 minutes the average increase in tempera- 
ture did not differ appreciably from that which occurred 
in tissues with an intact circulation; after exposure for 
from 15 to 20 minutes the temperature rose higher than 
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that of tissues with an intact circulation. This dif- 
ference was not marked, however. When the tissues 
were made ischaemic, burning occurred in 4 of the 5 
animals exposed for 15 minutes and in all 6 exposed for 
20 minutes. After one exposure for 15 minutes when the 
circulation was intact the highest temperature was 
44-6° C. and there was no evidence of burning, but with 
ischaemic tissues after 20 minutes the highest temperature 
was only 42-3° C. although there was gross evidence of 
burning. It is concluded that the burning is due to loss 
of the protective mechanism for the dissipation of heat 
provided by the circulating blood. Bony prominences 
were favourite sites for the production of blebs. If 
the area containing blebs was allowed to cool to the level 
of the control area and again irradiated with microwaves 
the temperature of the fluid in the blebs rose to levels 
higher than that of the surrounding tissue. 

With intact circulation short periods of exposure to 
microwaves produced high temperatures in the skin and 
subcutaneous tissdes. After 30 minutes the rise in 
temperature of all the tissue layers was smaller than that 
produced by 20 minutes’ exposure. From this, it may 
be deduced that the cooling factors are more effective 
_ after 20 minutes of exposure. M. B. Ray 


572. A Comparative Study of Short Wave and Micro- 
wave Diathermy on Blood Flow. The Role of the Somatic 
and Sympathetic Nerves in the Vascular Response to Deep 
Tissue Heating 

L. L. Stems, A. J. KOSMAN, and S. L. Osporne. Archives 
of Physical Medicine [Arch. phys. Med.| 29, 759-764, 
Dec., 1948. 2 figs., 10 refs. 


Kemp et al. (Arch. phys. Med., 1948, 29, 12) reported 
that although blood flow in the femoral artery of the dog 
is increased by microwave diathermy, heating with short- 
wave diathermy left the blood flow unchanged or actually 
decreased. To confirm this work, the effects of micro- 
wave and short-wave diathermy upon blood flow in the 
femoral artery were studied in a series of normal dogs 
after unilateral denervation of the hind limb. Each 
_ dog had one of the following three lesions: section of 
ventral nerve roots from the 4th to the 7th lumbar seg- 
ment, section of the dorsal and ventral roots from the 
4th to the 7th lumbar segment, or section of the femoral, 
sciatic, and obturator nerves peripherally. These lesions 
involved respectively: (a) pure motor loss; (6) com- 
bined motor and sensory loss; (c) motor, sensory, and 
autonomicloss. The anaesthetized animals were studied 
12 weeks after production of the lesions, in a room kept 
at a high temperature to prevent loss of body heat. 
The femoral arteries after exposure were cannulated 
proximally and distally as close to the inguinal ligament 
as possible. The cannulae were attached on each side 
to bubble flow meters from which readings were taken 
bilaterally and simultaneously. A thermocouple was 
inserted into a 16-gauge needle and placed in the gastroc- 
nemius muscle to measure temperature before and after 
heating. Microwaves (frequency of 2,450 megacycles) 
were applied by means of a four-inch (10 cm.) director 
placed 2 inches (5 cm.) from the skin. Short-wave 
(induction method) diathermy (frequency 27-33 mega- 


cycles) was applied by a hinge-jawed drum adjusted to 
surround the leg. In both cases after a 1-hour contro] 
period heating was directed to the gastrocnemius for 
20 minutes. 

There was a significant increase in blood flow upon the 
application of either form of heating to normal animals 
and animals with root lesions. In dogs with peripheral 
nerve lesions the response typical of the other animals 
could not be obtained. Tables and charts show that, 
although the response in the animals with root lesions is 
essentially the same as in normal dogs, significant increase 
in flow could not be obtained in those animals subjected to 
peripheral nerve section. These experiments clearly 
demonstrate that short wave and microwave diathermy 
are equally effective in increasing blood flow in the hind 
limb of normal dogs. M. B. Ray 


573. Experimental Lenticular Opacities Produced by 
Microwave Irradiations 

A. W. RICHARDSON, T. D. DuANge, and H. M. Hines, 
Archives of Physical Medicine [Arch. phys. Med.] 29, 
765-769, Dec., 1948. 2 figs., 6 refs. 


The purpose of these observations was to study more 
thoroughly the immediate and delayed effects of micro- 
wave irradiation upon the eye. A 12-25 cm. microwave 
generator was used throughout the experiments and an 
output of 100 watts was employed, a rectangular corner- 
type wave director being aligned directly on, and ata 
right angle to, the optic axis. To avoid any undesirable 
standing waves in the coaxial cable, animals were 
irradiated on wood laboratory tables while excised eyes 
were irradiated upon “ plexiglas ”’ pedestals. 

Experiments on excised eyes of rabbits and dogs were 
designed to study any lenticular changes resulting from 


irradiation of an isolated and thus avascular system. . 


Temperatures of 45-6° C.and below produced no observ- 
able damage while temperatures of 66-2° C. and above 
caused lenticular opacities. In intact eyes of rabbits 
post-mortem results were negative with temperatures up 
to 54-8°C. At temperatures above this, distinct cataract- 
ous opacifications were observed in all eyes except one 
which withstood a temperature of 55-3°C. with no 
denticular changes. In anaesthetized albino rabbits with 
intact eyes the average temperature at the posterior pole 
of the lens increased to 55-1° C. in 15 minutes but the 
average temperature of the cornea at that time was 


» 49-4°C. Under these conditions no lens opacities were 


produced. 

Four animals irradiated for 17 to 20 minutes at a 
distance of 5 cm. had lens opacities in all cases immedi- 
ately afterwards. Three animals were irradiated for 17 
minutes and 6 for 15 minutes without temperature 
measurements. After 3 to 9 days lenticular opacities 
had developed in all the former and 5 of the latter. In 
further experiments opacities were in some instances 
found after a lapse of 42 days. Of the 54 eyes irradiated 
under the various experimental conditions 32 were found 
to contain lenticular opacities. Until further data are 
accumulated it would seem that precaution should be 
observed in the use of microwaves in the region of the 
face and orbit. M B Ray 
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574. Present Status of Narcotic Addiction with Particu- 
Jar Reference to Medical Indications and Comparative 
Addiction Liability of the Newer and Older Analgesic 


Drugs 

H. Voce, H. IsBett, and K. W. CHAPMAN. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
138, 1019-1026, Dec. 4, 1948. 2 figs., 30 refs. 


Because of vigorous enforcement of the Harrison 
Narcotic Act (1914), in the U.S.A. the number of addicts 
has dropped from 150,000—200,000 in 1914 to 48,000 in 
1948. Drug addiction embraces three related but 
distinct phenomena: (1) tolerance; (2) physical 
dependence; and (3) habituation. The comparative 
importance of these 3 in the total picture of addiction is 
still a matter of dispute. Tolerance is empirically in- 
cluded as one of the qualities of the addicting drug. 
Physical dependence has been regarded as the primary 
and only distinguishing characteristic of a drug of 
addiction. Psychiatrists particularly regard emotional 
dependence or habituation as the all-important factor in 
addiction. The authors claim that barbiturates fulfil all 
3 criteria of addiction. They claim to have repeatedly 
observed physical dependence in patients who use barbi- 
turates alone- or with morphine. If barbiturates are 
withdrawn abruptly from patients who have been 
taking 12 gr. (0-78 g.) or more daily for several weeks, 
convulsions may develop in 3 or 4 days and acute 
psychotic reactions may be seen after 7 to 10 days. 
Both of these conditions can be avoided by gradual 
reduction of the daily dose over a period of 3 weeks. 
Bromide addicts show habituation but not physical 
dependence. Cocaine produces habituation but does not 
induce physical dependence or tolerance. Its toxic 
effects are so unpleasant that there are few “ pure” 
cocaine addicts in the United States. Ordinarily, the 
drug is used in conjunction with some physiological 
antidote, particularly morphine. Marihuana causes a 
mild form of intoxication popular among maladjusted 
adolescents. Neither tolerance nor physical dependence 
develops with this drug. The greatest danger of smoking 
marihuana appears to be possible precipitation of dis- 
turbed behaviour in persons with incipient psychoses. 

Drug addiction should be regarded as a symptom of a 
basic underlying personality maladjustment. A vast 
majority of addicts are emotionally immature persons 
who have never adapted themselves properly to the 
problems of living. Addicts are of 4 types: (1) normal 
persons accidentally addicted; (2) persons with all kinds 
of psychoneurotic disorders; (3) psychopaths who 
become addicted through contact with persons already 
addicted; (4) psychotics. 

The authors describe the withdrawal symptoms found 
in addiction to morphine and heroin. Out-patient 
treatment is of no use. Withdrawal should be rapid. 
Methadon may be used in withdrawing morphine. 
Ordinarily one-fourth of the amount of methadon can be 


substituted for the dose of morphine the addict has been 
receiving without withdrawal signs appearing. The 
dose of methadon is then reduced rapidly over 10 days. 
Withdrawal symptoms are not so pronounced as when 
morphine is gradually reduced. The patient should 
remain in an institution for a minimum period of from 
4 to 6 months in order to rehabilitate himself. The 
pain-relieving effects of the opiates or similar drugs are 
said to be due to three factors: (1) elevation of the 
threshold for perception of pain; (2) alteration of the 
emotional reaction to pain; (3) production: of seda- 
tion and sleep. Elevation of the pain threshold is 
said to be less important than an alteration in the 
emotional reaction to pain. The authors review the 
advantages and disadvantages of the various analgesics 
from the clinical point of. view. The basic problem in 
preventing drug addiction is the development of a popula- 
tion so emotionally sound and well integrated that there 
will be no need for chemical aids to adaptive behaviour. 
The second approach is to separate the addiction-prone 
person or the ex-addict from narcotic drugs. 
Gilbert Forbes 


575. Attempted Suicide: A Ten Year Survey 
J. V. WALLINGA. Diseases of the Nervous System [Dis. 
nerv. Syst.] 10, 15-20, Jan., 1949. 12 refs. 


This report concerns 381 patients observed during a 
10-year period because of suicidal attempts. Of these, 
226 were females and 155 males. Among the males, 
domestic difficulties were the precipitating factor in 
43-8% as against 69°5% of the females. Financial 
worries contributed to the attempt in 24-5% of the males 
and 10-6% of the females. Alcoholism was a prominent 
factor, being observed in 55-5% and 31-7% respectively. 
Males tended to use the more violent (and more success- 
ful) methods, such as hanging, shooting, and laceration 
of the neck or wrists, while females preferred less brutal 
means, such as poison. A history of previous suicidal 
attempts was elicited in 68 of the cases. A previous 
psychiatric diagnosis had been given in one-quarter of the 
cases, and in 169 cases a diagnosis of mental illness was 
made during the survey. Of the patients 57 were 
diagnosed as neurotic, 92 as psychotic, and 16 as psycho- 
pathic; there were 4 cases of feeble-mindedness. Only 
a minority of the group attempted suicide a second time 
during the survey, and of these 10 were successful (9 
males and 1 female). No subjective symptoms were 
found consistently enough to be of prognostic value in 
potentially suicidal patients, and it is difficult or impos- 
sible to differentiate between suicidal gestures and 
genuine suicidal attempts. P. N. Meenan 


576. Crime and Natural Laws. (Das Verbrechen und 
die Naturgesetze) 

C. Cent. Schweizer Archiv fiir Neurologie und Psychiatrie 
[Schweiz. Arch. Neurol. Psychiat.] 62, 78-96, 1948. 
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Radiology 


577. The Tolerance of Cerebral Bloodvessels to a 
Contrast Medium of the Diodrast Group. An Experi- 
mental Study of the Effect on the Blood-Brain Barrier. 
[In English] 

T. BrRoMAN and O. Oxsson. Acta Radiologica [Acta 
radiol., Stockh.] 30, 326-342, 1948. 3 figs., 32 refs. 


This history of arterial contrast media is described. 
The “ diodrast ’ (diodone) group is used almost exclu- 
sively nowadays. The contrast medium is marketed in 
concentrations of 35, 50, and 70%. The authors used 
rabbits, one cat; and one guinea-pig for experiment, and 
injected the carotid artery. Their most important find- 
ings were that the greater the concentration and the 
greater the amount of contrast medium used the more 
marked were the symptoms and signs. Most of the 
untoward effects were reversible and were interpreted as 
an upset in the blood-brain barrier. When this upset 
occurred large molecules could pass from the blood 
vessels to the brain tissue, as was proved by perfusing the 
animal with trypan blue immediately before or immedi- 
ately after injection of the contrast medium. It was 
found that 35% contrast medium failed to break down the 
barrier, 50% broke it down, and 70% broke it down on 
both sides of the brain. The authors conclude that 
only 35% contrast medium is safe, that the smallest 
quantity possible should be used in clinical angiography, 
and that large doses should not be given in a short time. 

J. W. D. Bull 


RADIOTHERAPY 


578. Clinical. Trials of Tetrasodium 2-Methyl-1:4- 
Naphthohydroquinone Diphosphate, in Conjunction with 
X-ray Therapy 

J. S. Mrtcuert. British Journal of Cancer [Brit. J. 
Cancer] 2, 351-359, Dec., 1948. 28 refs. 


It has been shown experimentally that the synthetic 
vitamin K_ substitute, tetra-sodium 2-methyl-1 : 4 
naphthohydroquinone diphosphate, inhibits mitosis in 
chick fibroblast cultures and that “ under suitable condi- 
tions there is significant potentiation of the effects of 
_ x-irradiation and of the compound in inhibiting mitosis ”’. 
In the clinical problem of improving the results of the 
treatment of cancer by combining the use of radiotherapy 
and chemotherapeutic agents there is a theoretical diffi- 
culty, in that radiations probably kill cells more by the 
production of gross structural changes in the chromo- 
somes than by mitotic inhibition. The compound in 
question is of very low toxicity, and intravenous admini- 
stration is regarded as rather more effective than intra- 
muscular. Doses of 300 mg. daily can be given for 
several weeks without toxic effect. Oral administration 
is considered to be of uncertain value. 

The results of treatment in 116 cases of advanced 


carcinoma are given. Ina group of 73 cases of advanced 
malignant tumours of various types x-ray therapy was 
given in combination with the intramuscular administra- 
tion of this compound. An unexpectedly good palliative 
response was obtained in 23 of the cases. In another 


_ small group of advanced bronchial carcinomata survival 


time was significantly prolonged in comparison with 
cases treated by x-irradiation alone. Ten patients were 
given the compound alone by the intravenous route. 
At least 4 experienced relief of pain and in 3 there was 
some tumour retrogression. The author concludes that 
there is a small, but useful, improvement in the palliative 
results of x-ray therapy when it is combined with the 
administration of large doses of this compound. 
John Millen 


579. Thrombocytopenic Purpura following Therapeutic 
Administration of Radioactive Sodium. A Case Report 
H. W. Jacox. Radiology [Radiology] 51, 860-861, 
Dec., 1948. 4 refs. 


The therapeutic administration of radio-active sub- 
stances is known to produce haematological complica- 
tions. Normally in any one individual these may be 
seen to affect the leucocytes, the platelets, and the 
erythrocytes, in that order, and may become manifest 
weeks after the treatment. 

The author describes a case in which a thrombocyto- 
penia developed following the administration of radio- 
active sodium, without any other changes occurring in 
the blood cytology. A young man suffering from 
sympathicoblastoma with metastases was given a total 
dose of 202 millicuries of radio-active sodium over a 
period of 5 months, and this relieved the pain. Within 
a week of the last treatment retinal haemorrhages and 
bleeding from the intestine and kidney had developed. 
The platelet count fell from 170,000 to 30,000 per c.mm. 
in a week. Finally, the patient died in a state of aplastic 
anaemia. At necropsy the diagnosis was confirmed and 
multiple haemorrhages were revealed. It was concluded 
that this purpura was due to the radio-active sodium and 
was not caused by the malignant disease itself. 

H. C. Warrington 


580. Carcinoma of the Anal Canal: Statistics of the 
Fondation Curie, Paris 

J. L. Roux-Bercer and A. ENNUYER. American 
Journal of Roentgenology and Radium Therapy {Amer. 
J. Roentgenol.} 60, 807-815, Dec., 1948. 39 refs. 


The authors stress the importance of distinguishing 
between carcinoma arising primarily in the anal canal 
(epithelioma) and carcinoma of the rectum (adeno- 
carcinoma), since anal growths usually spread upwards 
to involve the rectum. Anal carcinoma is an uncommon 
154 
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lesion, only 51 cases being treated at the Fondation Curie 
between 192 and 1940, all by radiotherapy. There were 
18 five-year cures (35%) and the growth is therefore 
classed as radiosensitive; of these 18 patients 7 had to 
have permanent colostomy for partial or complete anal 
stricture, and the other 11 had normal function. Of the 
33 failures, most were due to primary failure to sterilize 
the tumour. From the analysis of their results the 
authors conclude that the size of the primary lesion is of 
great prognostic importance; of 11 cases strictly confined 
to the anal canal 7 were cured. Involvement of the 
rectum appeared to worsen the prognosis, while no patient 
with growth completely encircling the canal or extending 
into the ischio-rectal fossa survived: Spread was 
usually to the inguinal nodes, rarely to intrapelvic nodes, 
but the authors do not consider treatment of enlarged 
inguinal nodes to be necessary in the absence of definite 
signs of malignancy, provided the patient is kept under 
observation. Anaplastic growths showed better initial 
response than the differentiated type, although the 
proportion of five-year cures in relation to size of lesion 
was the same for both types. Comparison with surgery 
was difficult, as the authors could find only 10 recorded 
cures by surgery and 11 by irradiation, but they point 
out that with irradiation there is a good chance of avoid- 
ing colostomy and, if it fails, perineal excision is often still 
possible. The technique of irradiation employed was 
very varied, including intracavitary, interstitial, and 
surface radium, teleradium, and x rays, but it was 
impossible to assess the relative value of each. However, 
during the period radium implantation was gradually 
replaced by teleradium in order to lessen the danger of 
fibrosis of the sphincter muscles. There were 8 cases of 
radio-necrosis—1 severe and 4 combined with recurrence. 
Walter 


581. Applications of Artificially Radioactive Isotopes in 
Therapy. I. Cobalt 

W. G. Myers. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 60, 816-823, 
Dec., 1948. 6 figs., 17 refs. 


Radioactive cobalt (Co®*) can be produced from 
ordinary cobalt (Co®%) in the nuclear reactor (pile) or 
the cyclotron. There are two isomers, a short-lived and 
a long-lived form (half-lives of 10-7 minutes and 5-3 
years respectively), of which the former is produced in 
small proportion in the pile, most of it probably disinte- 
grating by isomeric transition to the long-lived form. 
The long-lived isotope disintegrates to nickel by emission 
of a soft 8 particle (0-31 megavolt) and 2 y photons 
(1-1 and 1-3 megavolts respectively). The half-value 
layer for y-ray absorption is 0-44 in. (1-12 cm.) lead. 
Since elemental cobalt is difficult to machine, a workable 
and inexpensive alloy called “cobanic’’, containing 
45% cobalt and 55% nickel, is used in the form of wire 
of various diameters. This is chemically inert, and being 
strongly magnetic can be manipulated by a portable 
electromagnet. Irradiation of lengths of wire in the pile 
for about a month gives radioactivity suitable for 
Clinical use. Since the f particles have only one-tenth 
of the maximum energy of those emitted by the break- 
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down products of radium, thin, inexpensive filters, such 
as monel metal or steel, can be used in place of the 
platinum or gold necessary for radium. Experiments are 
in progress on the electrolytic deposition of a 0-1 mm. 
layer of nickel as a filter on pointed and eyed cobanic 
needles, which are then placed in the pile; the radio- 
active nickel does not add significantly to the total radia- 
tion. The essentially homogeneous y rays emitted by 
radioactive cobalt should be particularly valuable for the 
irradiation of large bone lesions. Other advantages 
over radium are: (1) there can be no leakage of gaseous 
radioactive daughters; (2) there is practically no risk of 
breakage and, even if breakage should occur, there is no 
danger of loss by solution or of lodgment in bone, any 
soluble cobalt salt present being rapidly eliminated in the 
urine; (3) cobalt alloys can be easily machined to any 
shape before irradiation, thus eliminating the problems 
of uniform loading and sealing of containers. 
drawback is the comparatively short half-life of 5-3 years, 
as compared with 1,590 years for radium; but it might be 
possible to restore the activity of applicators by re- 
insertion in the pile. J. Walter 
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582. The Cervical Subarachnoid Space, with Particular 
Reference to Syringomyelia and the Arnold—Chiari 
Deformity 

J. H. Marks and K. E. Livincston. Radiology [Radio- 
logy] 52, 63-68, Jan., 1949. 5 figs., 3 refs. 


The usefulness of air or oxygen as a contrast medium 
for the cervical subarachnoid space is emphasized. The 
authors state that in routine encephalography they use 
films which are large enough to include most of the 
cervical spine. Lateral views of the head give an oblique 
projection of the cervical spine. If a sufficient quantity 
of gas is used the cervical spinal cord is outlined. In the 
normal case the cervical subarachnoid space is quite 
wide. The cord is thickest and the subarachnoid space 
smallest in the region of the 6th cervical vertebra. 

As a result of this routine procedure the authors have 
demonstrated the herniation downwards of the cerebellar 
tonsils in the Arnold—Chiari syndrome, and the expansion 


’ of the cervical cord in syringomyelia by simple aspiration 


of the syrinx cavity. Four of the patients showed 
striking, but probably only temporary, improvement. 
J. W. D. Bull 


583. Intraventricular Epidermoid. Characteristic 
Pneumoencephalographic Findings 

H. Hauser and C. W. Exxkins. Radiology [Radiology} 
52, 69-74, Jan., 1949. 4 figs., 17 refs. 


‘Attention is drawn to the rarity of this lesion. Only 
6 cases of intraventricular epidermoid were found in the 
literature by the authors. They describe one new case, 
and point out that intracranial epidermoids in any 
situation in the brain are rare. The incidence of epider- 
moids is quoted as varying between 0-37 and 0-96%. 
A positive pathological diagnosis.can be made by 
pneumoencephalography. The air in the region of the 
tumour assumes a characteristic pattern consisting of 


The chief 
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large irregular streaks of gas apparently passing through 
the substance of the tumour, The one case described in 
the paper was of a white male aged 42. The plain 
x-ray films revealed no abnormality. On pneumo- 
encephalography [presumably encephalography, as no 
burr-holes are seen in the diagrams of the skull repro- 
duced] the left temporal and parietal regions appeared 
mottled and streaky. Within the left lateral ventricle a 
large oval-shaped mass could be observed. Operation 
was undertaken but the patient died on the 15th day. 

J. W. D. Bull 


584. A New Method for the Roentgenologic Study of 
the Rectum 

G. Levene. Surgery [Surgery] 25, 68-75, Jan., 1949. 
6 figs., 5 refs. 


A new method for the radiological study of the 
rectum is described in which the lower segment of the 
intestine is sprayed with a thin suspension of barium 
sulphate in water. An apparatus for this purpose has 
been devised so that the spraying can be carried out 
without building up internal pressure. 

In 100 patients who were subjected to this method of 
examination lesions of various types which were not 
discovered by routine barium enema were revealed. 
The technique is considered to possess advantages over 
other methods in that the rectal mucosa and its struc- 
tures can be visualized in their physiological state 
without discomfort to or any untoward effect on the 
patient. Two cases of carcinoma of the rectum, one of 
chronic proctitis, one of chronic ulcerative colitis, and 
one of sessile polypus of the rectum in which the rectum 
had appeared to be normal on examination by barium 
enema have been discovered in this way. This supports 
the view that routine examination by barium enema is 
inadequate for the detection of rectal pathology. 

[One would have thought that proctoscopy was a more 
reliable diagnostic method.] Harold C. Edwards 


585. Angiocardiography in Coarctation of the Aorta. 
[In English] 

E. F. SALEN and T. WIKLUND. Acta Radiologica [Acta 
radiol., Stockh.) 30, 299-315, 1948. 5 figs., 16 refs. 


In 14 cases of coarctation of the aorta angiocardio- 
graphy was performed. Of these 11 were operated 
upon and in 6 post-operative angiocardiograms were 
taken. Robb and Steinberg’s technique was used; 
50 ml. of 70% diodone was injected into the cubital vein 
in 2 seconds. All patients were tested beforehand for 
iodine-sensitivity, either by the skin test or by an intra- 
venous injection of 2 ml. of the contrast medium. Two 
cases were rejected on these grounds. A serial cassette- 
changer capable of holding 6 cassettes was used, and 
films could be taken at the rate of almost one per second. 
The arm-to-tongue circulation time was estimated first, 
and in most cases the initial film was taken at a number 
of seconds after the injection corresponding to half the 
circulation time; subsequent exposures were made at 
intervals of 1 to 2 seconds. 

The main features searched for in the radiographs were: 


(1) the location of the stenosis relative to the left sub. 
clavian artery; (2) the length of the stenosed portion: 
and (3) the degree of the stenosis. Post-operative angio- 
cardiograms were found useful in assessing the results, 
It was noted that the lumen of the stenosed part of the 
aorta was never restored to normal, but was usually very 
much enlarged. The quality of the radiographs was 
adequate except in obese patients. The authors point 
out that if the radiographs are not satisfactory the con. 
trast material should be injected through a cardiac 
catheter. J. W. D. Bull 


586. Roentgen Examination of the Defunctioned Colon 
after Ileostomy, with Special Reference to the Safety and 
Practical Value of Thorium Dioxide as a Contrast Medium 
H. J. SHULL, M. D. ScHuLz, and C. M. Jones. Gastro- 
enterology [Gastroenterology] 12, 1-9, Jan., 1949. 3 figs., 
2 refs. 


It is stated [on quite inadequate statistical evidence] 
that the incidence of carcinoma of the colon is about 30 
times as great in patients with ulcerative colitis as in the 
general population. Periodic x-ray studies after ileo- 
stomy are considered desirable. As the colon narrows 
and inspissated masses of barium tend to be retained for 
long periods after a barium enema, serious consequences 
might in theory result. A review of the records of the 
Massachusetts General Hospital, however, shows that 
only 4 out of 33 patients examined one month to 12 years 
after ileostomy had any untoward symptoms, and only 
2 of the 4 had any increased discharge of blood and 
mucus. During 1948 a crude solution of thorium dioxide 
was tested as a contrast medium. This is non-irritant, 
leaves only a small residue, and is reasonably cheap in the 
small quantities required. No advantage could be 
proved, 2 out of 20 patients having some recrudescence of 
rectal discharge. Furthermore, the thorium tended to be 
precipitated on retained scybala and its slight radio- 
activity might be dangerous. A search for further bland 
Opaque media is recommended. Denys Jennings 


587. Vacuum Intervertebral Discs 
E.SAMuEL. Bfitish Journal of Radiology (Brit. J. Radiol} 
21, 337-339, July, 1948. 3 figs., 2 refs. 


588. A Sail-like Triangular Projection from the 
Mediastinum: A Radiographic Appearance of the Thymus 
Gland 

F. H. Kemp, H. M. C. Mor.ey, and E. Emrys-Roserts. 
British Journal of Radiology [Brit. J. Radiol.} 21, 618-624, 
Dec., 1948. 7 figs., 5 refs. 


A triangular sail-like opacity projecting from the 
mediastinum in radiographs of young children has been 
reported by St. Engel and Caffey, who interpreted it as an 
effusion into the superior mediastinum, and by Field who 
considered the shadows to be due to atelectasis or 
agenesis. The present authors found similar shadows in 
8-8% of 498 children radiographed at the age of 6 months 
‘and thereafter at 6-month intervals. The shadow was 
large in 27%, medium-sized in 27%, and small in 46%. 
It occurred most frequently on the right and in one case 
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was bilateral. The opacity corresponded with the plane 


of the horizontal fissure. In 11 children followed up for 


2 years the shadows had either disappeared or greatly 
diminished in size; the majority were in good condition 
and none had evidence of cardiac or respiratory disease. 
The shadow has been seen within 1 minute of birth. 

In 3 cases where post-mortem radiographs were 
correlated with necropsy findings, the shadow was 
conclusively proved to be that of the thymus. There 
was no clinical evidence that these children suffered from 

ure effects or any tendency to “status thymo- 
lymphaticus *’. The authors show that this appearance 
is only one of the types of thymic shadow, and that it does 
not necessarily indicate eniargement of the gland. They 
believe that, normally, full expansion of the lungs at 
birth causes compression of the thymus into the media- 
stinum, but that the lower pole is occasionally adherent, 
causing this sail-like appearance and sometimes a degree 
of mediastinal shift to the same side. L. G. Blair 


589. Some Aspects of the Mucosal Pattern in the 
Diagnostic Study of Carcinoma of the Stomach 
G. Sterner. British Journal of Radiology (Brit. J. 
Radiol.] 22, 25-32, Jan., 1949. 13 figs., 2 refs. 


The author describes the distortions of the mucosal 
pattern of the body of the stomach which may be 
produced by different types of neoplasm. [The discussion 
of the prepyloric deformities is inadequate.] 

[Close liaison between clinician and radiologist has 
now made the diagnosis of gastric malignancy, except in 
the antrum, fairly reliable, and the methods mentioned in 
this paper have lost the importance which they possessed 
20 years ago.] Denys Jennings 


590. Arteriography of Amputation Stumps with Patho- 
logical Changes. The Role of the Arterial Circulation in 
the Genesis of Trophic Disturbances. (De |’artériographie 
dans les moignons pathologiques; du réle de la circula- 
tion artérielle dans la genése des troubles trophiques) 

R. LericHe. Presse Médicale [Pr. méd.] 57, 23-24, 
Jan. 5, 1949. 4 figs. 


The circulatory changes in amputation stumps have 
not received much attention in the past. The frequent 
occurrence of oedema, cyanosis, and coldness together 
with trophic disturbances shows that a systematic study 
of such stumps by arteriography might prove useful. 
Surprising as it may seem these signs and symptoms in a 
stump may be produced not only by poverty of circula- 
tion but also by a too abundant circulation. 

The author has performed arteriography in stumps, 
and in this article he reports 3 cases in which he 
has studied the arteriograph after amputation below 
and through the knee. The arteriographs show normal 
femoral and popliteal vessels. He came to the conclu- 
sion: (1) that trophic disturbances can result from a 
poor circulation as well as a rich one; (2) that the 
circulation after an amputation is not always re-estab- 
lished by normal physiological methods and that the 
arterial and venous circuit sometimes shows an abnormal 


deviation; (3) that after an amputation there may be an 
abnormal development of the collateral circulation 
producing angiomatous tissue at the extremity of a 
stump. 

[The abstracter has performed arteriography on 
normal and abnormal stumps at Roehampton; in those 
cases in which there were circulatory disturbances the 
arteriograph showed that an _ unsatisfactory shunt 
between the arterial and venous circulation at the end of 
the stump resulted in the vascular changes described.] 

Leon Gillis 


591. Radiological Diagnosis of Intestinal Obstruction 
by Means of Direct Radiography 

J. H. Mippiemiss. British Journal of Radiology (Brit. J. 
Radiol.) 22, 11-24, Jan., 1949. 15 figs., 19 refs. 


This paper is based on 94 cases of obstruction of the 
small bowel, 44 of obstruction of the large bowel, and a 
number of cases of post-operative distension and neuro- 
genic ileus. There is a good discussion of the theoretical 
basis for diagnosis of the site of obstruction from the 
appearance of the gas shadows. The difficulties are 
admitted and the need for close liaison between clinician 
and radiologist is emphasized. 

[As in so much modern British radiological teaching, 
all the stress is laid on the theoretical differences which 
should occur; there is no analysis of what happens in 
practice or of the accuracy which is actually obtained.] 

Denys Jennings 


592. Perivascular Injection of Thorotrast and _ its 
Sequelae 

H. I. AMory and R. F. Buncu. Radiology [Radiology] 
51, 831-839, Dec., 1948. 6 figs., 24 refs. 


A review of the literature on the subject of thoro- 
trast as a contrast medium is given. In the earlier 
publications there is a tendency to minimize the dangers of 
thorotrast, but more recent papers are predominantly 
against its indiscriminate use. Most of the objections 
raised are connected with the systemic effects following 
the injection of large doses (75 ml.) in hepatospleno- 
graphy. 

The authors describe 7 cases, in 6 of which injections of 
thorotrast were given indirectly, and in one directly, after 
surgical exposure of the carotid artery. In all cases 
perivascular injection had occurred, and spread down the 
fascial planes into the mediastinum was diagnosed 
radiologically. In 4 cases severe and disabling scarring 
had already developed, and there is every suggestion that 
similar sequelae would ultimately develop in the remain- 
ing 2 cases. The pathological process consisted in the 
development of acellular fibrous tissue, and the alpha-ray 
activity of these deposits was enough to account for their 
formation. 

The authors recommend that the use of thorotrast be 
discontinued. H. C. Warrington 


See also Section Respiratory Disorders, Abstract 769; 
Section Digestive Disorders, Abstract 793. 
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593. ‘Antiproteolytic Activity of Human Serum with 
Particular Reference to its Changes in the Presence and 
Considerations of its Use for Detection of Malignant 
Neoplasia 

D. G. C. Crark, E. E. Ciirrron, and B. L. NewTon. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 69, 276-279, 
Nov., 1948. 9 refs. 


An objective test of antiproteolytic (antitryptic) 
activity is described.- [For details of reagents and 
technique the original paper must be consulted.] 

Analysis of results from 463 cases indicates that titres 
below 112% of normal are negative for malignancy, 
with a possible error of 5%, and that titres above 136% 
of normal are positive for malignancy, with a possible 
error of 5%. The significance of findings in the range 
112 to 136% is doubtful. Cases of non-malignant 
disease gave 9% positive, 60% negative, and 31% doubtful 
reactions. After complete removal of the malignant 
tumour or definitive x-ray therapy the titre appears to 
fall to normal, rising again with recurrence. 

G. Calcutt 


594. The Study of Living Malignant Cells by Phase- 
contrast and Ultra-violet Microscopy 

R. J. Luprorp, J. Smies, and F. V. WeLcH. Journal of 
the Royal Microscopical Society [J.R. micr. Soc.] 68, 
1-9, Nov., 1948. 3 figs., 23 refs. 


A variety of transplantable mouse tumours, including 
sarcomata and mammary and lung carcinomata, but 
especially a highly dedifferentiated, rapidly growing 
sarcoma in R III strain mice, were studied. Preparations 
of living cells were observed microscopically within a 
few minutes of killing the animals. A detailed descrip- 
tion is given of the appearance by phase-contrast micro- 
scopy of living R III sarcoma cells during the main 

phase of division. The behaviour of the chromosomes 
_ throughout the mitotic cycle is readily observed. The 
mitotic spindle itself is not distinguishable at any stage 
of division unless the material is fixed. The filamentous 
mitochondria of resting cells become rounded during 
the stages of active division. 

Ultraviolet micrographs of living R III sarcoma cells 
obtained with wave-lengths of 2,570 and 2,750 A show, 
by comparison with phase-contrast observations, no 
appreciable intracellular damage. All the fundamental 
features of the cells studied by both phase-contrast and 
ultraviolet techniques were identical. The most intense 
cytoplasmic absorption of ultraviolet with a wave-length 
of 2,570 A occurs peripherally, and immediately around 
the nuclear membrane there is a clearer region. Mito- 
chondria in closest proximity to the nuclear membrane 
absorb less than those furthest away. It is therefore 
concluded from the distribution of cytoplasmic material 


showing strong absorption around 2,600 A (ribose 
nucleotides) in cells at different stages of growth, that 
cytoplasmic protein synthesis takes place in the more 
peripheral parts of cells and not in the immediate 
neighbourhood of the nucleus. It is also suggested that 
mitochondrial cytoplasmic interfaces might be the site 
of protein synthesis. The hitherto accepted conception 
of protein synthesis by the nucleolus—associated chro- 


matin, the subsequent passage of diffusible protein ° 


substances to the nuclear membrane, intense production 
of ribose nucleotides on the outside of the nuclear 
membrane, and the associated increase in amount of 
cytoplasmic proteins—appears to be no longer tenable. 
A. K. Powell 


595. Hyaluronidase Inhibitors in Body Fluids in Normal 
and Disease States 

J. K. Futon, S. Marcus, and W. D. RostNson. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine {Proc. Soc. exp. Biol., N. ¥.] 69, 258-262, Nov., 
1948. 1 fig., 13 refs. 


+ The authors assayed small quantities of hyaluronidase 
or hyaluronidase inhibitor by the action of the enzyme 
on the capsule, composed largely of hyaluronic acid, of a 
group C streptococcus. Neither sodium salicylate in 
concentrations of 5 to 100 mg. per 100 ml., nor the urine 
of patients taking large doses of salicylates, inhibited 
hyaluronidase. Gold sodium thiosulphate and p-amino- 
benzoic acid were also without inhibitory effect 
in therapeutic concentrations in vitro. It would thus 
appear that the action of these drugs in rheumatic dis- 
orders is not due to hyaluronidase inhibition. 

A hyaluronidase inhibitor was present in all sera 
tested. It was active against both streptococcal and 
testicular hyaluronidase (the latter was used in assays), 
was thermolabile, and disappeared from refrigerated 
sera within a few weeks. The amount of inhibition in 
normal sera varied widely, but high concentrations were 
relatively much more common in the sera of patients 
with malignant disease. The sera of rheumatic patients, 
on the other hand, did not differ from the normal. 

Martin Hynes 
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596. The Effect of Growth or Retrogression of a Trans- 
plantable Lymphosarcoma of the Rat on the Lymphoid 
Organs and the Adrenals of the Hosts 

J. B. Murpny and E. Sturm. Cancer Research (Cancer 
Res.] 8, 139-140, March, 1948. 4 refs. 


The thymus gland, cervical and axillary lymph nodes 
combined, spleen, and adrenal glands from 159 rats were 
weighed. The rats were divided into three groups. The 
first group contained 53 animals with an actively grow- 
158 
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jing transplantable lymphosarcoma; the second was 
composed of 71 rats bearing the transplantable tumour 
in various stages of regression; the third contained 35 
normal animals as controls. 
weight of the thymus gland was 62%, of the lymph nodes 
56%, and of the spleen 55% below the average normal 
weight of these organs. The weight of the adrenal 
glands was 25% above the ayerage weight of these organs 
in the control group. In the second group, the weight 
of the thymus gland was increased by 49%, that of the 
lymph nodes by 89%, and that of the spleen by 21% 
above the weight of the organs of the control animals. 
The weight of the adrenal glands showed an increase of 


30% above the average found in normal rats. The 
implications of these findings are discussed. 
L. Dmochowski 


597. The Carcinogenicity of Certain Compounds 
Related to p-Dimethylaminoazobenzene 

K. SucrurA. Cancer Research [Cancer Res.] 8, 141-144, 
March, 1948. 7 refs. 


A 3% solution in cottonseed oil of each of the com- 
pounds tested was mixed with unpolished ‘rice in a 
proportion of 20 ml. of the solution to 1,000 g. of rice 
and given to young rats of the Sherman strain weighing 
150 g. Small amounts of fresh carrots were also given, 
and the rats had an unlimited supply of water. The 
animals were allowed to eat as much of the diet as they 


‘desired. After 250 days they were killed and examined 


for tumours. 

Tumours of the liver, with or without metastases, were 
induced with some of the compounds tested. The 
carcinogenic compounds, with the incidence of tumours 
and the amounts ingested daily in brackets, were as 
follows : N,N-dimethyl-p-aminoazobenzene (93%, 
4-8 mg.); N-methyl-p-aminoazobenzene (93%, 4-8 mg.); 
N-methyl-3 ’-methyl-4-aminoazobenzene (100%, 4-5 mg.); 
N-methyl-2’-methyl-4-aminoazobenzene (27%, 6 mg.); 
N-methyl-4’-methyl-4-aminoazobenzene (20%, 6 mg.), 
N-methyl-N-ethyl-p-aminoazobenzene (67%, 4-8 mg.). 

The following compounds were found to exert no 
carcinogenic effect: N,N-diethyl-p-aminoazobenzene 
(7-4 mg.), N,N-diethanol-p-aminoazobenzene (8-4 mg.), 
N,N-dimethyl-4’-hydroxy-4-aminoazobenzene (4 mg.). 
The carcinogenic compounds had a deleterious effect on 


_ the state of nutrition of the experimental animals. 


L. Dmochowski 


598. The Levels of Carcinogenic Azo Dyes in the Livers 
of Rats Fed Various Diets Containing p-Dimethylaminoazo- 
benzene. Relationship to the Formation of Hepatomas 
H. SILverstone. Cancer Research [Cancer Res.] 8, 
301-308, July, 1948. 18 refs. 


In rats fed on diets containing 0-06% of p-dimethyl- 
aminoazobenzene, hepatomata were induced in per- 
centages ranging from 25 to 96% within 6 months. 
After receiving the diets for 8 weeks, groups of rats were 
killed for estimation of total lipids, lipid phosphorus, 
cholesterol, and carcinogenic azo dye (p-dimethyl- 


aminoazobenzene with p-monomethylaminoazobenzene) 


In the first group, the - 
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in the liver. The average levels of azo dye per gram of 
liver were 0-32, 0-22, 0-46, 0-51, and 0-89 ug. with the 
five different diets used, and corresponded with incidences 
of hepatoma of 25, 37, 58, 71, and 96% respectively. 
No relation was found between either the incidence of 
hepatomata or the azo dye content of the liver and the 
level of total lipid or cholesterol in the liver, but hepatic 
lipid phosphorus level was inversely related to the 
incidence of hepatomata. 

The observations provide no support for the assump- 
tion that total hepatic lipids are a significant factor in the 
mechanism whereby diet influences the rate of appearance 
of the hepatomata induced by p-dimethylaminoazo- 
benzene. They indicate that in some instances the 
composition of the diet may affect the rate of appearance 
of hepatomata through its effect upon the concentration 
of carcinogenic azo dye in the liver, but there is no 
reason to assume that all dietary modifications produce 
their effects in this way. L. Foulds 


599. The Effect of Rice Diets on the Formation of 
Induced and Spontaneous Hepatomas in Mice 

H. Strverstone. Cancer Research [Cancer Res.] 8, 
309-317, July, 1948. 30 refs. 


In three’ experiments, o-aminoazotoluene was ad- 
ministered to mice of the dba strain fed on two different 
diets, one consisting mainly of rice, and the other of a 
mixture of commercial diets containing at least twice as 
much protein and five to ten times as much riboflavin 
as the rice diets. The mice receiving the rice diets 
developed hepatoma at the same rate as, or less fre- 
quently than, the mice on the commercial diet. Similarly 
the incidence of spontaneous hepatoma in C3H mice 
was not augmented, but was possibly depressed, by the 
rice diet. These results were unexpected, since com- 
parable rice diets accelerated the formation of hepatomata 
in response to p-dimethylaminoazobenzene in rats. It 
is suggested that this difference in response may be a 
species difference particularly related to the fact that 
most of the hepatomata induced in mice are benign, 
whereas most of those induced in rats are malignant. 

L. Foulds 


600. Comparative Studies of the Immunological, Toxic 
and Tumor-necrotizing Properties of Polysaccharides from 


Serratia marcescens (Bacillus prodigiosus) 


H. J. CreecH, M. A. HAmitton, and I. C. Dicer. 
Cancer Research [Cancer Res.] 8, 318-329, July, 1948. 
15 refs. 


The antigenic, toxic, and tumour-necrotizing properties 
of purified polysaccharide4ipid complexes from filtrates 
of two different strains (G.W. and 724) of Serratia 
marcescens were examined and compared. No sero- 
logical relationship was apparent between the poly- 
saccharides, the properties of which differed considerably, 
especially in preparations made by fractionation of 
filtrates. The tumour-necrotizing power varied less than 
the antigenic or toxic properties. Freezing of the poly- 
saccharide solutions seemed to enhance their tumour- 
necrotizing power without considerable alteration of the 
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other properties. Fractionation of a preparation from 
the G.W. strain yielded products with moderate tumour- 
necrotizing activity but weak antigenic and toxic pro- 
perties. The weaker antigenic and toxic activities of 
preparations from the 724 strain, as manifested in normal 
and tumour-bearing mice, seemed to give these prepara- 
tions advantages over those from the G.W: strain. 
L. Foulds 


601. Attempts to Produce Cancer in Rhesus Monkeys 
with Carcinogenic Hydrocarbons and Estrogens 

C. A. PreirFeR and E. ALLEN. Cancer Research [Cancer 
Res.] 8, 97-109, March, 1948. 51 figs., 14 refs. 


Fifty rhesus monkeys between 3 and 10 years old, 3 
mature males and the rest females, were employed in this 
experiment; 21 females were castrated and 3 had under- 
gone hysterectomy. 

Nearly all the organs and tissues in which human 
cancer frequently occurs were treated with carcinogenic 
hydrocarbons and oestrogens (natural and synthetic) by 
local and systemic application. Ocestrogens and carci- 
nogens were also administered directly to the mammary 
glands. The carcinogens employed were methyl- 
cholanthrene, benzpyrene, and dibenzanthracene in 
crystalline form. They were either injected as sus- 
pensions in sesame oil or painted on the skin in a solution 
in benzene. The amount of carcinogen in each applica- 
tion was 1 mg., and the weekly dose varied from 2 to 6 mg. 
Methylcholanthrene and benzpyrene were also implanted 
in paraffin pellets under the skin, into the myometrium, 
into the cervix or vagina, under the serosa of the stomach, 
or into the mammary glands. Crystals of methyl- 
cholanthrene were dusted into the peritoneal cavity. 
The carcinogens in a suspension in horse serum, or in a 
glucose solution, were also administered orally by means 
of a stomach tube. 

The treatment with oestrogens induced thickening of 
the sex skin, oedema, alopecia, partial atrophy of 
some of the muscles, emaciation, and cachexia, which 
was followed by death unless rest periods were intro- 
duced. Larger doses, after initial stimulation of the 
endometrium, produced its exhaustion and cessation of 
menstruation. There was marked metaplasia of the 
epithelium of cervical glands, but no malignant changes 
were observed. Fibrosis and hyalinization of ‘the 
endometrium and atrophy of the endometrial glands 


were also found. There were no pathological changes 


in the mammary glands, in spite of direct injection of 
oestrogens. 

Methylcholanthrene and dibenzanthracene induced 
more pronounced local changes than did benzpyrene. 
The changes following painting consisted of hyper- 
keratinization, alopecia, cystic sebaceous glands, papil- 
lomatous masses, and wart-like excrescences; the in- 
jections induced firm inflammatory or non-inflammatory 
masses, granulation tissue, and encapsulated cysts of the 
injected carcinogens; fibrous connective tissue formed 
capsules around the pellets. The lesions usually became 
infected and ulcerated, but healed with scar formation. 
Metaplasia of the mammary ducts and the formation of 
granulomata after oestrogen or carcinogens never 


reached malignancy, and the lesions gradually reverted 
to normal when treatment at the site was stopped, even 
though pellets of carcinogen were present in the neigh- 
bouring tissue. 

There was no evidence of any increase in reaction 
when more than one carcinogen was administered, 
Combined treatment with oestrogens and carcinogens 
did not produce any increased effect. Odcestrogens stil] 
induced only alveolar growth of the mammary glands, 
and metaplasia of the ducts was the same as after admini- 
stration of carcinogens alone. In the uterus, metaplasia 
of the cervical glands after combined treatment was the 
same as after separate administration of oestrogens or 
carcinogens. 

In no case was a malignant growth induced, although 
in some animals the applications were supplemented by 
numerous inflictions of trauma, and in others acute 
inflammation was superimposed on chronic inflammatory 
changes after the application of carcinogens. The 
authors assume that an adequate age range was covered, 
that the treatment was continued for sufficiently long 
periods of time, and that the methods of application of 
oestrogens and carcinogens were adequate. The authors 
conclude that the monkeys possess an effective protective 
mechanism against the carcinogenic hydrocarbons which 
is of a systemic rather than a local character, and is 
possibly due to a rapid rate of destruction of the 
carcinogens, although the liver of treated monkeys shows 
little impairment. L. Dmochowski 


602. Some Effects of Thiol-compounds on Tumour 
Induction by Carcinogenic Hydrocarbons 

H. G. Crastree. British Journal of Cancer [Brit. J. 
Cancer] 2, 281-289, Sept., 1948. 2 figs., 19 refs. 


It has been shown that various inhibitors of sulphur 
metabolism inhibit carcinogenesis. On the hypothetical 
assumption that sulphur metabolism is concerned in the 
initial stages of carcinogenesis, it might be possible to 
inhibit the process by presenting to the cell a thiol 
compound (SH-compound) in addition to the carcinogen; 
the SH-compound might fix the carcinogen preferentially 
by a mechanism similar to that normally occurring 
between a carcinogen and a specific cell substrate. 
British anti-lewisite (BAL) owes its effectiveness to a 
reaction of this kind, the combination of lewisite with 
SH-containing enzymes being minimized by a similar 
but more rapid combination with BAL. To test this 
possibility SH-containing substances were applied to 
the skin of mice in conjunction with 3 : 4-benzpyrene, 
methylcholanthrene, and 1 : 2 : 5 : 6-dibenzanthracene. 
The carcinogen was applied twice weekly and the SH- 
compound on 4 other days. None of the mono-thiol 
compounds tested had any effect on carcinogenesis. Of 
the di-thiol compounds examined, toluene-3 : 4-di-thiol 
was too toxic to allow demonstration of any effect on 
carcinogenesis, but BAL (2 : 3-dimercaptopropanol) 


caused a statistically significant retardation which was | 


less, however, than that caused by simple inhibitors of 
sulphur metabolism. 

The findings are consistent with the hypothesis that 
sulphur metabolism is concerned in the initial stages of 
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carcinogenesis. They show, however, that mere pre- 


sentation of any SH-containing molecules is not sufficient. 


to produce a biological effect attributable to the SH 
group; the appropriate disposal of SH groups in the 
total molecule is an important factor. L. Foulds 


603. Further Experiments in Mice with p-Diazoamino- 
benzene 

A. H. M. Kirsy. British Journal of Cancer [Brit. J. 
Cancer] 2, 290-294, Sept., 1948. 4 figs., 8 refs. 


Stock mice were painted on the nape of the neck 
thrice weekly for a total period of 545 days with 5% 
solutions of p-diazoaminobenzene (DAAB) dissolved 
either in acetone or in acetone containing 0:5% croton 
oil. Two-thirds of the mice received the DAAB solution 
containing croton oil for 15 days, and thereafter DAAB 
alone. The remaining mice received DAAB with croton 
oil for 15 days, DAAB for 167 days, and thereafter DAAB 
with croton oil. Of the mice that received croton oil 
only at the beginning of the experiment 16 survived more 
than 300 days; in 3, simple papillomata appeared, and 
in 3 others squamous carcinomata developed at the sites 
of paintimg. Six mice that received croton oil at the 
later stages as well as at the beginning of the experiment 
survived more than 300 days; in 3 squamous papillomata 
and in 1 squamous carcinoma developed. 

Croton oil had no apparent effect on the number of 
tumours or on the time of their appearance. This 
suggested that the mechanism of the carcinogenic action 


of DAAB was different from that of the polycyclic 


hydrocarbons and that the existence of an “ initiating ”’ 
phase was doubtful. Since DAAB is an intermediate 
in the manufacture of p-aminoazobenzene, the risk to 
workers handling it, especially in inorganic solvents, 
should not be overlooked. L. Foulds 


604. The Action of 2-Aminofluorene in Three Pure 
Strains of Mice 

A. H. M. Kirpy. British Journal of Cancer [Brit. J. 
Cancer] 2, 294-300, Sept., 1948. 19 refs. 


Mice of the C57 black, Cba, and C3H strains received 
2-aminofluorene (AF) by skin painting or subcutaneous 
injection. A solution of 4% AF in acetone containing 
0:5% croton oil was applied twice weekly to the nape 
of the neck. A squamous carcinoma developed at the 
painted site in 1 of 26 Cba mice; no skin tumours 
developed in 16 C57 black mice or in 20 C3H mice. 
Other tumours in Cba mice comprised hepatoma (8), 
squamous carcinoma of the bladder (1), mammary 
carcinoma (1), and granulosa-cell tumour of the ovary 
(1). Three C3H mice had mammary carcinomata, 2 had 
hepatomata, and 1 a granulosa-cell tumour of the ovary. 

A 2% solution of AF in arachis oil or in tricaprylin 
was injected subcutaneously into alternate flanks in 
doses of 0-5 ml. twice weekly at intervals of approxi- 
mately 4 weeks. In 1 of 24 C57 black mice a sarcoma 


developed at an injection site; no tumours were found 

at the injection sites in 29 Cba mice or in 35 C3H mice. 

Five C57 black mice had hepatomata. Four Cba mice 

had hepatomata, 1 had a cystic cholangio-hepatoma, 
M--M 


and 1 a granulosa-cell tumour of the ovary. Among 
the C3H mice 1 had hepatoma and | had mammary 
carcinoma. 
The experiment indicated that 2-aminofluorene had a 
very low activity as a local carcinogen. In each strain 
AF seemed to have induced hepatomata, although some 
of those observed were probably spontaneous. The 
mammary tumour in a Cba mouse was attributed to 
the action of AF, whereas the mammary tumours in 
C3H mice were probably spontaneous. Of the three 
strains examined, Cba mice were apparently the most 
susceptible, but for all the animals AF was a weak 
carcinogen, and the incidences of tumours of the liver 
and bladder were much lower than those resulting from 
oral administration of 2-acetylaminofluorene. 
L. Foulds 


605. Penetration of an Experimental Sarcoma by Nerve 
Fibres from the Spinal Cord 

D.. DUNCAN and N. J. BELLEGIE. Texas Reports on 
Biology and Medicine [Tex. Rep. Biol. Med.] 6, 461-469, 
Winter, 1948. 2 figs., 21 refs. 


Of a series of rats in which Walker tumour tissue was 
implanted in the vertebral canal, in 5 the tumour was 
invaded by nerve fibres from the posterior white columns 
of the spinal cord and directly from the dorsal roots. 
Invasion by nerve fibres did not occur in extravertebral 
portions of the tumour. I. Hieger 


606. Influence of Anti-organ Sera upon Metabolic 
Processes. I. Reticulo-endothelial Immune Serum (REIS) 
and the Oxygen Uptake of Rat Spleen 

W. W. Nowinski. Texas Reports on Biology and 
Medicine [Tex. Rep. Biol. Med. +] -6, 493-503, Winter, 
1948. 4 figs., 10 refs. 


Reticulo-endothelial immune serum (REIS) reduces 
migration and clumping of cells of guinea-pig spleen in 
vitro; it also inhibits the growth of cultures of Walker 
rat tumour cells. The question whether the inhibition 
can be explained as immunological, or alternatively as 
enzymatic, was investigated by examining the oxygen 
uptake of slices of rat spleen or homogenate mixed with 
normal rabbit serum or with REIS. 

“* No inhibitory effect of the REIS could be observed, 
as compared with the figures for slices and suspensions 
when normal rabbit serum was added. The morpho- 
genetic phenomena observed in tissue cultures are not, 
therefore, due to an inhibition of cellular oxidations.” 

I. Hieger 


607. Yolk Sac Cultivated Tumor Tissue and Experi- 
ments in Tumor Chemotherapy. I. Riboflavin 


_A. Taytor and N. CARMICHAEL. Texas Reports on 


Biology and Medicine {Tex. Rep. Biol. Med.) 6, 504-512, 
Winter, 1948. 1 fig., 8 refs. 


The authors describe the technique of using the yolk 
sac of hens’ eggs as a medium for transplantation of 
mouse tumours. ‘“‘ The chick embryo and yolk sac 
tumor grow together in the egg sharing a common blood 
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supply but otherwise not interfering with each other.” 
Mouse mammary carcinoma, when cultivated in the 
yolk sac, attains an average weight of 3 g. in 13 days. 
The effect of riboflavin as a possible chemotherapeutic 
agent was investigated by injecting 0-1 to 5 mg. into the 
space between the shell and the chorio-allantoic mem- 
brane. In experiments with 231 tumour-bearing eggs 
no effect on the growth of the transplant could be 
detected. I. Hieger 


608. - Investigations on the Properties of Agents Causing 
Fowl Tumors. I. Attempts at Isolation of the Fowl- 
tumor Agents by Differential Centrifugation 

L. Dmocuowski. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.] 9, 57-67, Oct., 1948. 
25 refs. 


The author describes a method of purification of Rous 
and Fujinami sarcoma viruses by differential centri- 
fugation and its control by complement fixation. Extracts 
of fresh or dried tumour in saline or broth containing 
0:25% potassium cyanide neutralized with hydrochloric 
acid were filtered through sand and paper-pulp and 
Berkefeld N candles, and then subjected to repeated 
differential centrifugation: at 15,000 revolutions per 
minute (r.p.m.) to deposit the virus, and at 5,000 r.p.m- 
to deposit cellular debris. 

Antisera were prepared from rabbits against (a) Berke- 
feld filtrate of Rous sarcoma extract, (b) washed normal 
fowl red cells, and (c) citrated normal fowl plasma. 
Crude filtrates of both Rous and Fujinami tumours fixed 
complement with all three sera. As purification pro- 
ceeded the complement-fixing power of virus suspensions 
with antisera to normal fowl materials became pro- 
gressively weaker until it was inappreciable; complement- 
fixing power with ‘anti-Rous-filtrate serum remained 
strong, and tumour-producing activity actually increased. 
The fina] washed suspensions of both Rous and Fujinami 
viruses fixed complement with anti-Rous-filtrate serum, 
though containing insufficient normal fowl protein to 
fix complement with the antisera to normal fowl cells or 
plasma.  Successively separated fractions of cellular 
debris and of non-sedimentable material showed a 
progressive change in the opposite direction, but even 
the latest retained some fixing power with anti-Rous- 
filtrate serum, as was to be expected, and also appreciable 
tumour-producing activity. M. H. Salaman 


609. Investigations on the Properties of Agents Causing 
Fowl Tumors. II. Attempts at Isolation of the Fowl- 
tumor Agents by Chemical Methods 

L. DmocuHowsk!i. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.] 9, 69-72, Oct., 1948. 
25 refs. 


Sand and paper-pulp filtrates of fresh and dried Rous, 
Fujinami, and Mill Hill No. 1 sarcoma extracts were 
adsorbed with aluminium hydroxide gel type C prepared 
by the method of Claude (J. exp. Med., 1935, 61, 27). 
The adsorbed supernatants were dialysed in collodion 
bags, with stirring, at 4° to 5° C. against Ringer. The 


deposited alumina was washed with water and then 
treated with 1% dibasic sodium phosphate. 
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Adsorption slightly increased the tumour-producing 
«power of all filtrates, and dialysis increased it markedly 


. (40 to 60%); activity decreased instead of increasing 


if the supernatant was dialysed against distilled water 
instead of Ringer, or if the temperature was allowed 
to rise to 9° C. The eluates had much lower activity— 
an average of 20% of the original. The crude filtrates 
gave positive reactions for protein and carbohydrates; 
so did the eluates. Adsorbed supernatants gave negative 
reactions to the biuret, Millon, and xanthoproteic 
tests, but positive reactions to the Molisch, naphtho- 
resorcin, ninhydrin, and diazo tests. After dialysis, 
results with the last two tests became negative. 

The findings of Claude on Rous sarcoma were thus 


- confirmed, and were extended to two other filterable 


fowl tumours. M. H. Salaman 


610. Investigations on the Properties of Agents Causing 
Fowl Tumors. III. Attempts at Desiccation of the 
Fowl-tumor Agents Freed from Extraneous Proteins 

L. DmocHowski. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.] 9, 73-75, Oct., 1948. 
16 refs. 


Suspensions of Rous, Fujinami, and Mill Hill No. 1 
sarcoma viruses, purified by the methods described in 
the preceding two papers (Abstracts 608, 609), were 
dried from the frozen state in the apparatus of Knox 
(J. Path. Bact., 1939, 49, 467). After storage for a fort- 
night or less they were reconstituted in distilled water 
and injected into fowls; the original materials were used 
as controls. All were found to be inactive. A small 
amount of fowl or rabbit serum added to the purified 
suspensions before drying completely protected them 
against inactivation. Neutralized potassium cyanide, 
added before drying to give a final concentration of 1 in 


10,000, preserved 60 to 80% of the activity; phosphate — 


buffers, and sodium, potassium, and calcium chloride 
were ineffective. M. H. Salaman 


611. The Influence of Antibody-containing Fractions 
on the Lethal and Tumor-necrotizing Actions of Poly- 
saccharides from Serratia marcescens (Bacillus pro- 
digiosus) 

H. J. Creecu, M. A. HAMILTON, E. T. NisHimuRA, and 
R. F. HANKwitz. Cancer Research [Cancer Res.] 8, 
330-336, July, 1948. 5 refs. 


Mice were passively immunized by injections of 
y-globulin from rabbit antisera against polysaccharides 
from Serratia marcescens. A lethal dose of poly- 
saccharide was injected 6 hours after the antibody. 
The most potent antibodies reduced the mortality after 
96 hours from 92 to 25%. An antiserum which had 
only extremely weak serological reactions with any of the 
polysaccharides nevertheless afforded strong protection, 
indicating that the absence of antibodies of the comple- 
ment-fixing and precipitin type did not imply complete 
absence of protective antibodies. The y-globulin from 
antisera against polysaccharides of the G.W. strain 
protected against the same polysaccharides but not against 
those of the 724 strain. Passive immunization of mice 
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bearing transplanted sarcoma 37 reduced the mortality 
without interfering significantly with the tumour- 
necrotizing action of the polysaccharide, except in that 
the maximum response was delayed. _ L. Foulds 


612. The Response of Normal and Malignant Lymphoid 
Tissue to Methyl-bis-(f-Chloroethyl)amine and Ethyl 
Carbamate (Urethane) in Adrenalectomized and Non- 
adrenalectomized Mice 

A. D. Bass and M. FEIGELSON. Cancer Research 
[Cancer Res.] 8, 503-509, Oct., 1948. 5 figs., 8 refs. 


Colchicine, urethane, and methyl-bis-(8-chloroethyl)- 
amine hydrochloride (HN,) inhibited the growth of 
transplanted 6C3HED lymphomata in mice, colchicine 
being the most effective and HN, the least. Reduction 
in weight of the spleen and thymus indicated a comparable 
action on normal lymphoid tissue. Combined sublethal 
doses of urethane and HN, reduced the weights of the 
spleen and thymus to at least the same extent as lethal 
doses of either drug given separately. The drugs in- 
hibited the growth of transplanted lymphomata, and 
reduced spleen size in mice after adrenalectomy; hence 
the major action of the drugs could not be attributed to 
a stimulation of the adrenals causing an “ alarm” 
reaction, as might be inferred from the adrenal hyper- 
trophy produced in intact animals. L. Foulds 


613. The Genesis and Growth of Tumors. IV. Effects 
of Varying the Proportion of Protein (Casein) in the Diet 
A. TANNENBAUM and H. SILVERSTONE. Cancer Research 
[Cancer Res.] 9, 162-173, March, 1949. 27 refs. 


614. On the Presence of Hyaluronidase in Human and 
Experimental Tumours Studied by the Mucin-clot Pre- 
vention Test. (Sur la présence de hyaluronidase dans 
les tumeurs humaines et expérimentales examinées par 
le test M.C.P.) 

C. Dux, M. Guérin, and F. Lacour. Bulletin de 
l’ Association Francaise pour Etude du Cancer [Bull. Ass. 
frang. Cancer] 35, 427-431, 1948. 15 refs. 


615. The Phosphorus Turnover of Carcinoma of the 
Human Stomach as Measured with Radioactive Phos- 
phorus 

J. SCHULMAN, M. FALKENHEIM, and S. J. Gray. Journal 
of Clinical Investigation [J. clin. Invest.] 28, 66-72, Jan., 
1949. 1 fig., 20 refs. 


616. The Carcinogenic Hydrocarbons: Chemical Con- 
stitution and Carcinogenic Activity 

G. M. Bapcer. British Journal of Cancer [Brit. J. 
Cancer] 2, 309-350, Dec., 1948. Bibliography. 


617. Renin Proteinuria in the Rat. I. The Relation 
Between the Proteinuria and the Pressor Effect of Renin 
T. Appis, E. BARRETT, R. I. Boyp, and H. J. UREEN. 
Journal of Experimental Medicine [J. exp. Med.] 89, 
131-140, Feb., 1949. 12 refs. 


See also Section Pharmacology and Therapeutics, 
Abstract 558; Section Medicine: General, Abstract 685. 
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618. A Simple Micro-method for Studying the Retrac- 
tion of the Blood Clot. [In English] 

M. LEVANDER-LINDGREN. Acta Paediatrica [Acta 
paediatr., Stockh.] 35, 335-346, 1948. 1 fig., 9 refs. 


This method involves the use of a special graduated 
glass tube, 60 mm. in length and*with a lumen of 2 mm. 
diameter. Blood is drawn into it from a pinprick and is 
allowed to coagulate around a horsehair previously 
inserted. After 2 hours, for most practical purposes, the 
horsehair with the adherent coagulum is withdrawn, the 
length of the remaining serum column is measured, and 
the percentage of serum expressed from the total quantity 
of blood in the tube is calculated. The advantages of 
this method are said to be that the tubes are easy to fill 
and that the coagulum can be withdrawn without dis- 
turbing it too much, so that relatively few red blood 
corpuscles are allowed to escape into the serum. Time 
studies showed that in normal cases retraction is complete 
after 120 minutes, but not before 90 minutes. In 4 cases 
of thrombocytopenia there was reduced retraction after 
2 hours, and as a rule also after 24 hours. 

Marianna Clarke 


619. Increased Blood Platelet Clumping in Thrombo- 
embolic Disease 

M. Morrison, I. H. RICHTER, and L. Logewe. American 
Journal of Clinical Pathology {Amer. J. clin. Path.] 18, 
879-884, Nov., 1948: 3 figs. 


The authors noted that in patients with thrombo- 
embolic disease the platelets showed a great tendency to 
clump in large clusters on the blood film prepared by the 
ordinary method. In smears from most control subjects 
there were not more than 10 plateletstoaclump. Various 
factors which might possibly influence the phenomenon 
were investigated, but a positive relation was estab- 
lished only with the increase in platelet numbers. There 
was not, however, an absolute correlation, and the 
authors believe that the finding may possibly indicate an 
increased tendency to thrombosis. 

Douglas H. Collins 


620. Renal Oxygen Consumption in Man _ during 
Abdominal Compression 

S. E. BRADLEY and M. H. HALPERIN. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 635-638, Sept., 1948. 
11 refs. 


Renal blood flow was determined by para-amino- — 
hippuric acid (PAH), with two or more 10- to 15-minute 
clearance periods, before, during, and after abdominal 
compression at 80 mm. of mercury in 5 convalescent 
patients. Renal venous blood was obtained by venous 
catheterization. The renal blood-flow was corrected by 
the arterial haematocrit reading and the value for renal 
extraction of PAH. The renal oxygen consumption was 
calculated as the product of the renal blood-flow and the 
difference between corrected arterial oxygen content and 
corrected renal venous oxygen content. The renal 
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oxygen consumption consistently fell from an average of 
10-3 ml. per minute to an average of 6-1 ml. per minute, 
equivalent to a 41% reduction. Renal blood-flow fell 
by an average of 52%, but there was no significant 
change in renal venous oxygen content. In 6 similar 
~patients the renal venous oxygen concentration was 
measured alone under the same conditions and with 
similar results. The authors consider that renal oxygen 
consumption may possibly be related to the amount of 
actively functioning tubular tissue. 


J. Maclean Smith 


621. A Study of Antifibrinolysin Activity in the Plasmas 
of Various Animal Species 

M. M. Guest, B. M. Day, A. G. Ware, and W. H. 
Seecers. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 785-792, Nov., 1948. 4 figs., 25 refs. 


Antifibrinolysin (known variously as _fibrinolysin 
inhibitor, serum antitryptase, antiplasmin, and serum 
antiprotease) was found in the plasma of all species 
tested by the authors. These included the alligator, 
guinea-pig, cow, rat, frog, cat, dog, rabbit, opossum, 
chicken, pigeon, and man. 

The method of estimation was as follows. The 
systems were buffered at pH 7:25 with imidazole, and 
90 ml. of 0-1 N hydrochloric acid was used to dissolve 
1-72 g. of the salt; the pH was adjusted to 7-25 and the 
solution made up to 100 ml. with distilled water. 
* Thrombin topical ’’ was employed in the clotting reac- 
tions, 2,000 Iowa units of dry thrombin being dissolved 
in a glycerol-water mixture (equal parts by volume). 
In the assay, the thrombin solution is poured into a small 
test-tube. On adding fibrinogen a clot is formed in 15 
to 20 seconds. The fibrinogen (bovine) was prepared 
by a freezing-thawing technique (Arch. Biochem., 1944, 
5, 265) and dissolved to a concentration of 0-5 to 1% in 
2% sodium chloride containing 5% of the imidazole 
buffer. The concentration was then measured by the 
determination of tyrosine. Before assay the solution, 
which had been stored at —20° C., was thawed at 40° C. 
and diluted to a concentration of 0-2% in 0-9% saline. 

The fibrinolysin solution is prepared by adding a 
measured volume of the buffer to a weighed quantity of 
dry fibrinolysin. Thirty minutes later the solution is 
centrifuged and the supernatant used for assay. The 
unit activity is determined by adding to 0-2 ml. of the 
solution an equal quantity of 0-2% fibrinogen and then 
adding thrombin. The time taken for complete lysis is 
measured, the unit being that amount of fibrinolysin 
activity which will completely lyse 1 ml. of a 0-1% 
fibrin clot at 28° C. in 120 seconds in an isotonic 
saline solution buffered with imidazole. In the actual 
assay of antifibrinolysin, 7 parts of whole blood were 
mixed with 1 part of 1-85% potassium oxalate, and 
0-1 ml. of the plasma was added to 0-1 ml. of double- 
strength standardized fibrinolysin solution. After 60 
minutes’ incubation in the water bath at 28° C., 0-2 ml. 
of the standard 0:2% fibrinogen solution was added. 
Thrombin was then added and the time taken for 
complete lysis of the clot measured. 

Antifibrinolysin activity was demonstrated in all the 


PATHOLOGY . 


species examined, the sequence of decreasing activity 
being: alligator, guinea-pig, cow, rat, rabbit, frog, man, 
cat, chicken, opossum, pigeon, and-dog. R. B. Lucas 


622. A Study of the Antifibrinolysin Activity in Human 
Plasmas During Pathological States 

M. M. Guest, B. M. Dary, A. G. Ware, and W. H. 
SEEGERS. Journal of Clinical Investigation [J. clin, 
Invest.] 27, 793-794, Nov., 1948. 1 fig., 9 refs. 


Seven parts of venous blood were mixed, immediately 
on withdrawal, with one part of 1-85°% potassium oxalate, 
The plasma was defibrinated by adding small increments 
of dry “thrombin topical”. When the plasma had 
been completely defibrinated the antifibrinolysin assay 
was performed according to a technique already described 
by the authors (see Abstract 621). 

Plasma samples from normal persons had a relatively 
uniform antifibrinolysin activity. The mean for the 
normal group of 6 subjects was 79 units per ml., the 
extremes being 59 units and 98 units. By contrast, 
marked variations in activity were found in samples of 
plasma from diseased individuals. In decreasing order 
of antifibrinolysin activity the pathological conditions 
were: pneumonias, intestinal obstruction, pernicious 
anaemia, cirrhosis of the liver; coronary thrombosis, 
acute bacterial’ endocarditis, and secondary anaemia. 

R. B. Lucas 


623. The Value of Liquoid for Blood Culture 
R. D. Stuart. Journal of Clinical Pathology [J. clin. 
Path.) 1, 311-314, Nov., 1948. 16 refs. 


The author draws attention to some of the difficulties 
involved in making blood cultures, and particularly to 
the need to use a number of different media in each case 
in order to provide for every type of micro-organism. 
Since this procedure has to be carried out at the bedside, 
the chances of contamination are considerable where the 
bacteriologist is unable to collect the specimen himself. 
If the blood could be brought to the laboratory before 
distribution to the various media, contamination would 
be much less likely. The properties of ‘“ liquoid ’’ were 
investigated with a view to its use as a transport medium 
for this purpose. 

Liquoid is sodium polyethanol sulphonate. It is a 
powerful anticoagulant, it inactivates complement, thus 
destroying the bactericidal power of human plasma, and 
it also inhibits phagocytosis. The wards of a large 
general hospital were provided with blood-culture out- 
fits, each consisting of a dry sterilized syringe and 
needles, a 10-0z. (284 ml.) bottle with a perforated cap 
and a rubber liner, containing 100 ml. of papain digest 
broth and 5 ml. of sheep’s blood, and a similar 1-oz. 
(28-4 ml.) bottle containing 1 ml. of 0-3% liquoid in 
saline. Both bottles were sterilized by autoclaving. 
The cultures were set up by introducing 5 ml. of venous 
blood into each bottle. After reception in the labora- 
tory the bottles were incubated for 24 hours and 0-5 ml. 
of “* liquoid blood ’’ was then transferred to each of two 
tubes—one of nutrient broth, the other of thioglycollate 
broth. Subcultures were made in the usual way, and 
anaerobic cultures as indicated. 
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Of 816 blood cultures made in this way from 141 
patients, 310 were positive. Of this total, 158 were 
obtained from “liquoid blood’ and 152 from the 
enriched broth medium. In most instances the “ liquoid 
blood ’’ inoculum giving a positive subculture was taken 
directly from the blood-culture bottle, but it was occasion- 
ally taken from an early subculture in nutrient or 
thioglycollate broth. In a few instances fastidious 
bacteria were cultured more easily from the “ liqubdid 
blood” than from the ordinary medium, but the chief 
advantage of the former appeared to be its simplicity in 
use. It was also found in the course of the investigation 
that the plasma from liquoid specimens was quite 
suitable for agglutination tests. R. B. Lucas 


624. The Influence of Adrenalin on Blood Sugar and 
Blood Ketone Bodies in Normal Individuals and in Patients 
Suffering from Hepatic Disease. [In English] 

A. WARMING-LARSEN. Acta Medica Scandinavica [Acta 
med. scand.} 132, 507-516, 1949. 4 figs., 22 refs. 


625. ASimple Quantitative Calcium-formolgel Reaction, 
and its Connection with the Euglobulin and Gamma- 
globulin Content of Serum. [In English] 

B. A. VERHAGEN. Acta Medica Scandinavica [Acta med. 
scand.| 132, 265-282, 1948. 2 figs., 12 refs. 


626. Determination of Haemoglobin. V. Precision of 
Colorimetric Methods 

E. J. Kinc, M. Gricurist, I. D. P. Wootton, R. DONALD- 
son, R. B. Sisson, R. G. MACFARLANE, H. M. Jope, 
J. R. P. O’Brien, J. M. PETERSON, and D. H. STRANGE- 
ways. Lancet [Lancet] 2, 563-566, Oct. 9, 1948. 
14 refs. 


627. Determination of Haemoglobin. VI. Test of the 
M.R.C. Grey-wedge Photometer 

E. J. Kine, I. D. P. Woorron, R. DONALDsSON, and 
R. B. Sisson. Lancet [Lancet] 2, 911-94, Dec. 18, 
1948. 4 figs., 13 refs. 


See also Section Infectious Diseases, Abstract 1019. 


628. Studies with Bromsulphalein. I. Its Dis- 
appearance from the Blood After a Single Intravenous 
Injection 

F. J. INGELFINGER, S. E. BRADLEY, A. I. MENDELOFF, and 
P. KRAMER. Gastroenterology [Gastroenterology] 1, 
646-657, Nov., 1948. 7 figs., 11 refs. 


The dose given was 150 mg. per square metre of sur- 
face area, samples of venous blood then being withdrawn 
at intervals of 6, 12, 20, and 30 minutes. The serum 
bromsulphalein concentration was estimated by the 
method of Bradley et al. (J. clin. Invest., 1945, 24, 890), 
and the logarithms of the values thus obtained were 
plotted against time. The percentage disappearance rate 
(P.D.R.) of the dye from the serum was then calculated 
in those cases in which a straight-line relationship between 
time and the logarithms of the bromsulphalein con- 
centrations was obtained. 
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On 55 healthy subjects 72 tests were carried out. In 
66 tests (92%) a straight-line graph was obtained, and the 
mean P.D.R. was 13-6 per minute with a standard 
difference of +1-9. On 103 patients with various 
diseases, but apparently free from hepatic disorders, 107 
tests were carried out. In 76 tests (71%) a straight-line 
relationship was obtained, and the P.D.R. averaged 
12-82-45 per minute. Thus in most healthy subjects, 
and in the majority of patiénts without apparent liver 
disease, a constant proportion of bromsulphalein dis- 
appears from the blood per unit time. In the cases where 
the line drawn between the plotted values was not 
rectilinear but curved the test was said to show “ satura- 
tion”. This meant that the P.D.R. was decreasing 
although significant amounts of bromsulphalein remained 


-in the blood. In patients with hepatic disorders it was 


found that the P.D.R. either rapidly decreased during 
the 30-minute test—that is, saturation was pronounced— 
or was constant but with a very low value. In cases of 
jaundice (excepting the pre-hepatic variety) the former 
type of result was obtained. After recovery in 16 cases 
of infective hepatitis this “ saturation’? phenomenon 
was found to disappear in 1 to 3 months. 

The “ constant P.D.R. of low value ”’ type of result was 
found frequently in cases of hepatic cirrhosis and 
occasionally in cases of congestive failure. Of 46 tests 
on 31 cases of cirrhosis, 35 (24 patients) showed this 
type of result. The P.D.R. in 19 patients with congestive 
failure showed frequent “* saturation’, but a slow con- 
stant P.D.R. (average 7% per minute) was obtained 
16 times in 12 patients. R. B. Lucas 


629. A Method for the Quantitative Determination of 
the Cephalin-Cholesterol Flocculation Reaction 

A. Sairer. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 737-744, Nov., 1948. 22 refs. 


After the completion of the qualitative cephalin- 
cholesterol test, carried out in the usual manner, the 
tubes were centrifuged and the supernatant was poured 
off. Approximately 0-1 ml. of distilled water was then 
added to each tube, followed by 4°5 ml. of an acetic 
anhydride and dioxane mixture. After being in a 
boiling water bath for 30 minutes the tubes were cooled 
to room temperature, and the contents transferred to a 
colorimeter tube. The total cholesterol in the precipitate 
was thus estimated and expressed in cholesterol units, 
these being equivalent to the mg. of total cholesterol per 
100 ml. for a 0-20 ml. serum sample. 

Twenty normal sera and 80 sera from patients with 
various diseases were examined by this method. All 
sera with negative qualitative results had cholesterol unit 
values of 103 or less, with an average of 43 units. There 
was a direct quantitative relation between the results by 
the qualitative method and the quantitative cholesterol 
unit values. Five cases of liver disease were studied by 
serial quantitative determinations at frequent intervals; 
it was found that the course of the illness could be followed 
by this means. Thus in a case of infective hepatitis the 
qualitative readings remained almost constantly at 3+ 
for the entire period of observation, while the quantitative 
readings showed a progressive rise followed by a decline 
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after a period of treatment. The test was found to be 
reproducible, the probable error in a single determination 
in a series being +4 units. R. B. Lucas 


MORBID ANATOMY 


630. Arteritis, Arteriolitis, and Phlebitis in Tuber- 
culous Meningitis. (Arteriti, arterioliti, flebiti, nel 
quadro crono-morfologico ed istopatologico della lepto- 
meningite tubercolare) 

E. L. Benepetti. Rivista di Clinica Pediatrica Riv. clin. 
Pediat.| 46, 703-755, Noy., 1948. 18 figs., bibliography. 


In 20 cases of tuberculous meningitis studied by the 
author the vascular changes were chiefly exudative. 
Necrotizing arteritis, fibrinoid degeneration, and 
exudative endarteritis were particularly prominent in the 
arterioles, and the author suggests the term “ non- 
specific arteritis nodosa”. In the first group of 8 cases 
in which the disease was of less than 10 days’ duration, 
the changes consisted of destruction of collagen and 
elastic tissue, oedema of the media with fibrinoid degenera- 
tion, and necrosis of the muscular elements of the 
arterial wall. In the 9 patients who survived 15 to 20 
days there were destruction of the muscularis and elastic 
tissue, thickening of the intima, and endothelial pro- 
liferation. Haemorrhagic areas around the veins were 
seen as well as occasional thromboses in them. In the 
third group, which comprised patients who survived 70 
to 127 days, granulation tissue with perivascular fibrosis 
and endarteritis was observed. Some small vessels 
showed recanalization, but others were destroyed by 
tuberculous granulation tissue. 

Tuberculous arteritis appears to affect at first the 
adventitia, then causes medial oedema and _ finally 
endarteritis. In the bigger vessels there was destruction 
of the muscle and the elastica together with intimal 
proliferation. E. Neumark 


631. Sclerosis of the Thyroid Arteries. (Observations 
on Nutritional Disturbances in Muscular Arteries). 
(Ober die Sklerose der Schilddriisenarterien. (Beitrag 
zur Frage der Erndhrungsstérungen in muskuladren 
Arterien)) 

D. Stnaprus. Virchows Archiv fiir Pathologische Ana- 
tomie und Physiologie [Virchows Arch.] 316, 11-50, 1948. 
10 figs., 48 refs. 


Changes in the thyroid arteries were extraordinarily 
common in the 91 cases examined. There were two 
groups, the first representing changes due to normal 
post-embryonic development and to age, and character- 
ized by an unchanged membrana elastica media. The 
second group was marked by calcification of this mem- 
brane. The methods of demonstrating calcification are 
critically discussed. In the early stages three kinds of 
change appear: formation of chromotropic hyalin 
(staining red with van Gieson) combined with loss of 
argentophil fibres, calcification, and proliferation of the 
intima. The formation of chromotropic hyalin is thought 
to be the first alteration caused by nutritional disturbances 


through functional overstrain. The presence of hyalin 
with a special affinity for calcium may lead to calcifica. 
tion and loss of elasticity followed by proliferation of the 
intima and, by excessive distension, to narrowing of 
the media. These early changes develop in circumscribed 
areas beginning shortly after branching off of the thyroid 
arteries. They are very common (78% of all cases) and 
are observed occasionally even in the first decade of life, 
Thtre was no relation either to artefiosclerosis in other 
organs or to pathological changes in the thyroid itself. 
Progressive calcification of the thyroid arteries was found 
only in 20% of the cases; it occurred only in later life 
and affected only the arteries of the capsule and the 
larger interlobular arteries. [Formation of some 
chromotropic hyalin without calcification may also be 
observed in the normal development oi arteries.] 
O. Neubauer 


632. Congenital Defects following Rubella. Reports of 
Two Cases, one of which shows a Hitherto Undescribed 
Lesion 

I. MACKENZIE, A. P. Prior, and A. Holzet. Journal of 
Clinical Pathology [J. clin. Path.} 1, 302-305, Nov., 
1948. 2 figs., 12 refs. 


The first case reported is that of an infant whose mother 
had had rubella when 10 weeks pregnant. The delivery 
was normal but the child, (a full-term female infant 
weighing 6 Ib. (2-7 kg.), lived for only 15 minutes. On 
post-mortem examination the thorax and abdomen were 
found to be grossly abnormal. The heart and lungs 
were deviated to the right, both lungs being compressed. 
A large thymus covered the upper part of the peri- 
cardium and filled the whole of the superior mediastinum. 
The anterior two-thirds of the left haif of the diaphragm 
was missing, and through this gap had herniated the left 
lobe of the liver, the stomach, nearly all the small 
intestine, the spleen, the pancreas, and the greater part 
of the colon. The heart showed a large patent inter- 
auricular septum. The ductus arteriosus was more 
prominent than the aorta, being 2 cm. in length and 
widely patent. The second patient was a male infant 
of 3 days, admitted to hospital on account of oedema of 
the lower half of the body, jaundice, vomiting, and loose 
stools, whose mother had had rubella towards the end 
of the third month of pregnancy. On examination the 
infant was found to have bilateral cataract. The oedema 
and jaundice cleared up within a week but broncho- 
pneumonia and gastro-enteritis developed later and the 
infant died. On post-mortem examination the heart was 
found to be “* sabot ’’-shaped, with dilatation of the right 
side. The ductus arteriosus was widely patent and its 
lumen not much less than that of the pulmonary artery. 

R. B. Lucas 


[For the influence of rubella in pregnancy on the 
genesis of congenital malformations and dystrophies 
see Abstract 668.—Editor.] 


See also Sections Respiratory Disorders, Abstract 
774; Neurology, Abstract 934; Infectious Diseases, 
Abstracts 969, 987, and 1032. 
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633. The Effect of Adrenocorticotrophic Hormone and 
X-ray on the Amount of Circulating Antibody 

E. E. FiscHeL, M. LeMay, and E. A. KaBat. Journal of 
Immunology [J. Immunol.] 61, 89-93, Jan., 1949. 17 refs. 


Alum-precipitated recrystallized ovalbumin was in- 
jected intravenously into 12 albino rabbits for 4 succes- 
sive days a week for 8 weeks, with rest periods after the 
2nd and Sth weeks. The animals were then rested for 
3 months. They were then divided into two groups of 


6 each; one group received 25 mg. of a preparation of — 


adrenocorticotrophic hormone subcutaneously; the other 
animals were given 50 r spray radiation with 184 kV, 
25 mA, at a distance of 35-25 cm. with 2 mm. copper 
and 1 mm. aluminium filter. In both groups the number 
of circulating lymphocytes fell by over 30%, but micro- 
quantitative determinations of precipitin to ovalbu- 
min showed no increase, or even a fall, in antibody 
up to 48 hours after the stimulus leading to 
lymphocytopenia. C. L. Oakley 


VIRUSES 


634. A Study of the Acidophilic Intracellular Inclusions 
Caused by the Viruses of Rabies, Vaccinia, and Borna 
Disease by Means of Fluorescence Microscopy. (Etude 
au moyen de la microscopie en fluorescence, des inclusions 
intracellulaires acidophiles provoquées par les virus de 
la rage, de la vaccine, de la maladie de Borna) 

J. C. Levapiti, P. Leprne, and J. AUGIER. Comptes 
Rendus Hebdomadaires des Séances de l’ Académie des 
Sciences [C.R. Acad. Sci., Paris] 227, 1061-1063, Nov. 15, 
1948. 2 figs., 5 refs. 


Fluorescence microscopy is applied to paraffin sections 
of tissues containing virus inclusions. The section is 
carried from xylol through absolute alcohol to water and 
is then immersed for 30 minutes in a 1 in 500 aqueous 
solution of thioflavine S. Sections are dipped for a few 
seconds in absolute alcohol, passed through toluene, 
and mounted in Canada balsam. Thioflavine fluoresces 
when exposed to wave-lengths of light between 2,900 
and 4,100 A, the maximum effect being obtained when 
A=3,600 A. For direct vision a filter is required which 
transmits only the secondary wave-lengths given out by 
the object, in this case the passage of wave-lengths be- 
tween 4,000 and 6,500 A, the maximum transmission 
being when A=5,150 A. With these conditions photo- 
micrographs can be taken on orthochromatic plates. 

The Negri bodies, Guarnieri bodies, and Joest-Degen 
bodies, caused by rabies, vaccinia, and Borna disease, 
when treated with thioflavine S, all show up as azure 
blue, the same colour as that given by nucleoli and red 
cells. Cell protoplasm, nuclei, and collagen fibres are 
golden yellow. When seen by fluorescence microscopy 
the virus inclusions are oval or round without visible 
structure. Elementary bodies of vaccinia, fowlpox, and 


lymphogranuloma venereum and the intranuclear 
inclusions of herpes are all of a golden-yellow tint when 
treated with thioflavine and viewed by fiuorescence 
microscopy. It would thus seem probable that the 
intracytoplasmic virus inclusions are made up of 
elementary bodies surrounded by material elaborated by 
the cell. G. M. Findlay 


635. The Effect of Acriflavine and Phosphine GRN on 
Lysis of Bacteria by Bacteriophage 

A. G. SmitH. Journal of Immunology [J. Immunol.] 61, 
57-63, Jan., 1949. 7 refs. 


Both acriflavine and phosphine GRN (2-amino- 
9-(p-aminophenyl)acridinium chloride) prevent lysis of 
Bacterium coli by T, (gamma) phage; neither substance 
prevents lysis of Shigella paradysenteriae (Flexner XS45) 
by a polyvalent dysentery-Y phage; lysis of Staphy- 
lococcus aureus G and P78 is prevented by acriflavine but 
not by phosphine GRN. The phage-inhibiting activity 
of acriflavine is neutralized by yeast nucleic acid, ribo- 
flavin, aneurin, nicotinamide, and sodium lauryl sulphate. 
The effect of the last substance is ascribed to the 
neutralization of the cationic acriflavine by the anionic 
detergent. C. L. Oakley 


636. The Effect of Complement in the Neutralization of 
Mumps Virus , 
G. R. LeyMaster and T. G. WARD. Journal of Immuno- 


logy [J. Immunol.} 61, 95-105, Jan., 1949. 1 fig., 15 refs. 


The neutralizing titre of fresh mumps-immune serum 
in fertile hens’ eggs is reduced by heating the serum at 
56° C. for 30 minutes, or by treating it with the washed 
centrifuged precipitate formed by mixing ovalbumin and 
rabbit anti-ovalbumin serum. If fresh normal serum 
without mumps antibody is added to such inactivated 
immune serum the titre is greatly increased; addition of 
heated normal serum has no such effect. The authors 
compare the properties of the heat-labile substance with 
those of complement. There appears to be an inverse 
logarithmic relationship between the titre of the serum 
used and the concentration of heat-labile substance 
necessary to produce the maximum effect; strong sera 
require little “‘ complement ”’. C. L. Oakley 


637. The Effect of Salt Concentration on the Inter- 
action of Influenza A Virus and Erythrocytes 

J. A. Fick, B. SANForD, and S. Mupp. Journal of 
Immunology [J. Immunol.] 61, 65-77, Jan., 1949. 17 refs. 


If influenza A virus is mixed with formolized human 
erythrocytes at 4° or 37° C. the amount of virus absorbed 
on the erythrocytes is dependent on the concentration of 
sodium chloride in the system. At low concentrations 
(up to 0-017 M) little virus is adsorbed; at 0-086 M and 
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above adsorption is almost total. The amount of cell- 
receptor substance inactivated is similarly dependent on 
the salt concentration. Virus adsorbed to formolized 
human erythrocytes, in the presence of adequate salt 
concentrations, can be readily eluted from the cells even 
at 4°C. by treatment with salt-free water, without 
apparent reduction in cell-receptor units. As the salt 
concentration in the eluting fluid is increased the amount 
of virus eluted decreases markedly. C. L. Oakley 


638. Influence of Saliva upon Hemagglutination by 
Influenza Virus 

T. Francis and E. Minuse. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 69, 291-294, Nov., 1948. 9 refs. 


Saliva from 4 normal adults was found to inhibit the 
haemagglutinating action of influenza A virus (PR8 
strain). The amount of inhibition varied from person 
to person and in the same person from day to day. It 
was incidentally found that occasional samples of saliva 
“caused spontaneous agglutination” [sic] of erythro- 
cytes. No increase of inhibition was found against 
heated virus. Saliva heated at 56°C. for 30 minutes 
did not lose its inhibitory activity, but it had less tendency 
to agglutinate erythrocytes spontaneously [that is, 
in the absence of virus]. 

[The inhibitor thus has properties different from those 
of the Francis inhibitor of normal serum (J. exp. Med., 
1947, 85, 1) and from the virus-inactivating agent of 
nasal secretions, which is probably identical with anti- 
body (Francis, Harvey Lect., 1941-2, 37, 696).] 

Alan P. Goffe 


639. Studies in Mousepox (Infectious Ectromelia of 
Mice). IV. Quantitative Investigations on the Spread of 
Virus Through the Host in Actively and Passively Immunized 
Animals 

F. FENNER. Australian Journal of Experimental Biology 
and Medical Science {Aust. J. exp. Biol. med. Sci.] 27, 
1-18, Jan., 1949. 6 figs., 13 refs. 


640. Studies in Mousepox (Infectious Ectromelia of 
Mice). V. Closed Epidemics in Herds of Normal and 
Vaccinated Mice 

F. FENNER and E. M. B. FENNER. Australian Journal of 
Experimental Biology and Medical Science (Aust. J. exp. 
Biol. med. Sci.] 27, 19-30, Jan., 1949. 5 figs., 6 refs. 


641. Studies in Mousepox (Infectious Ectromelia of 
Mice). VI. A Comparison of the Virulence and In- 
fectivity of Three Strains of Ectromelia Virus 

F. FENNER. Australian Journal of Experimental Biology 
and Medical Science [Aust. J. exp. Biol. med. Sci.) 27, 
31-43, Jan., 1949. 3 figs., 18 refs. 


642. Studies in Mousepox (Infectious Ectromelia of 
Mice). VII. The Effect of the Age of the Host upon the 
Response to Infection 

F. FENNER. Australian Journal of Experimental Biology 
and Medical Science {Aust. J. exp. Biol. med. Sci.] 27, 
45-53, Jan., 1949. 3 figs., 9 refs. 
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643. Fluorescence Microscopy and the Modified 
Ziehl—Neelsen Technique 

G. O. A. Briccs and M. H. JENNISON. Tubercle 
[Tubercle] 29, 252-255, Nov., 1948. 2 refs. 


In a recent publication (Tubercle, 1947, 28, 189) the 
authors recorded the results of comparative tests they 
had made in searching for tubercle bacilli in sputum by 
fluorescence microscopy ard by a modified Ziehl—Neelsen 
technique with no counter-stain. In using this modified 
Ziehl—Neelsen technique with a 4-in. fluorite oil-immersion 
objective they found-that.a greater number of bacillj 
were detected by gently focusing into the depth of the 
film, whereas with the fluorescence microscope little 
difference was noted. The result was that with the former 
method the percentage of culturally confirmed positive 
findifigs was slightly increased (1:4%) and the time 
consumed in examining the smears was lessened by some 
6 seconds per film. 

The present paper is an account of further experiments 
to compare four different methods: (1) the auramine- 
phenol staining with fluorescence microscopy; (2) the 
modified Ziehl-Neelsen staining without counter-stain; 
(3) the same, but with a counter-stain of malachite 
green; and (4) the orthodox Ziehl—Neelsen technique. 
The results are embodied in a table. It is not claimed 
that they are statistically significant, and the differences, 
both in percentage positive findings and in the time 
consumed in the examination, are relatively small, but 
the authors consider that their modified Ziehl—Neelsen 
technique is at least equal to fluorescence microscopy 
and that both are superior to the orthodox Ziehl—Neelsen 
method. S. Roodhouse Gloyne 


644. Pertussis Immunisation — Additional Factors 
Governing the Potency for Mice of Phase I Vaccines 

D. F. Gray. Journal of Immunology {J. Immunol.) 61, 
35-56, Jan., 1949. 3 figs., 12 refs. 


Fluid cultures of Haemophilus pertussis are less virulent 
for mice than cultures on Bordet-Gengou medium; 
mouse virulence in fluid medium decreases with increasing 
incubation time, though not so rapidly as that of cultures 
on Bordet-Gengou medium. Vaccines from fluid 
cultures have proved less efficient in immunizing mice 
against intranasal injection of H. pertussis than vaccines 
from cultures on Bordet-Gengou medium, and vaccines 
from cultures more than 72 hours old are of little use as 
immunizing agents. Agitation of fluid cultures during 


incubation greatly increases the yield of organisms; the . 


percentage viable count may be increased or reduced as 
compared with the contfols, and the virulence in the 
one case given is reduced; immunizing potency may be 
unchanged or reduced. The percentage viable count 
seems to have little effect on virulence or immunizing 
potency, and at 48 hours’ incubation was often greater 


than at 24,or 72 hours’ incubation. There is little to 


choose between formalin, phenol, ‘‘ merthiolate”’, and 
mild heat in sterilizing pertussis vaccine. No evidence 
was found of antigenic loss in phenolized vaccine stored 
for 3 months in the cold room. a 
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The author considers that no better vaccine for mice 
tested by intranasal injection of virulent H. pertussis 
has yet been prepared than a 24-hour culture of phase I 
H. pertussis on Bordet-Gengou medium. 

C. L. Oakley 


645. The Action of Tetanus Toxin on the Acetylcholine 
and Cholinesterase Contents of the Rabbit’s Iris 
N. AMBACHE, R. S. MorGAN, and G. P. WRIGHT. British 


- Journal of Experimental Pathology (Brit. J. exp. Path.) 29, 


408-418, Oct., 1948. 2 figs., 23 refs. 


It has been shown previously by the authors that 
when a small quantity of tetanus toxin is injected into 
the anterior chamber of the rabbit’s eye dilatation of the 
pupil occurs some 24 to 48 hours later and this condition 
may persist for some weeks. They believe that this 
pupillary dilatation is independent either of injury to the 
intrinsic muscles of the iris or of overactivity of their 
adrenergic innervation, and they suggest that there is 
strong evidence that the mydriasis is associated with an 
upset of the cholinergic innervation of the sphincter 
pupillae. The experiments recorded in the present 
paper were designed to investigate whether or not, at the 
height of action of the toxin, the acetylcholine content 
of the iris and aqueous humour fell below normal values. 

The details of the various procedures for the prepara- 
tion of toxin and its injection into the aqueous humour 
are given together with the methods of assay for acetyl- 
choline and cholinesterase. A further series of estima- 
tions was carried out after local tetanus had been induced 
in the skeletal muscles of guinea-pigs. It was shown that 
(1) during the period of dilatation the amount of acetyl- 
choline was markedly lowered both in the aqueous 
humour and iris; (2) the iris of the eye which has been 
treated with toxin can be made to contract with doses of 
carbaminoylcholine that are too small to affect a normal 
one [in the words of the authors, “ this unilateral effect 
is believed to indicate a sensitisation of the intoxicated 
sphincter pupillae to cholinergic drugs which is com- 
parable to that found after its traumatic post-ganglionic 
denervation ”’]; (3) in local tetanus either in the iris 
or skeletal muscles there is no diminution in the 
cholinesterase content. J. Smith 


646. Alteration of Pasteurella pestis Bacteriophage 
following Successive Transfer on Pasteurella pseudo- 
tuberculosis and on Shigellae 

J. B. GUNNISON and A. S. Lazarus. Proceedings of the 
Society for Experimental Biology and Medicine Proc. 
Soc. exp. Biol., N.Y.] 69, 294-296, Nov., 1948. 2 refs. 


It has been previously reported that a strain of 
Pasteurella pestis phage would lyse 19 of 27 strains of 
Past. pseudotuberculosis, and all of them after repeated 
transfer on the Spokane strain of Past. pseudotuberculosis. 
In the present work it was found that the same strain of 
phage could lyse 12 of 13 additional strains of Past. 
pseudotuberculosis; it could also be adapted to 4 types 
of Shigella by serial transfer. After adaptation to Shig. 
dysenteriae the phage had lost the ability to lyse the 


9 originally resistant strains of Past. pseudotuberculosis. — 


Adaptation to other Shigellae did not cause this loss of 
activity. The lost activity could be restored by trans- 
ferring the phage on the Spokane strain of Past. pseudo- 
tuberculosis. The activity of the phage was not affected 
by incubation with a lysate of Shig. dysenteriae. 

D. J. Bauer 


.647. Hemagglutination by Botulinal Toxin 


C. LAMANNA. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.} 
69, 332-336, Nov., 1948. 6 refs. 


Type A botulinal toxin agglutinates the erythrocytes 
of the chicken, guinea-pig, rabbit, sheep, and man. The 
toxin is not adsorbed on to the cells, the reaction thus 
differing from viral haemagglutination. Toxicity and 
haemagglutinating titre are influenced in a parallel 
manner by ageing and by treatment with formaldehyde. 
Haemagglutination is inhibited by type A antitoxin; the 
agglutinating titre varies with temperature, being highest 
at O°C. Agglutinated chicken erythrocytes remain 
adherent even after-washing; agglutinated sheep erythro- 
cytes separate when washed at 45°C., but can be 
agglutinated again by the toxin. Agglutinated chicken 
red cells cannot be redispersed by treatment with 
antitoxin. It has previously been found that botulinal 
toxin forms a precipitate with serum proteins. This is 
unlikely to be responsible for the haemagglutinating 
effect, however, since this still occurs after very thorough 
washing of the red cells, while the haemagglutinating 
titre is not affected by the addition of normal serum. 

D. J. Bauer 


648. Antibiotic Studies on Beta Hemolytic Streptococci. 
IV. Penicillin Resistance Induced in Mice and Embryo- 
nated Eggs 

H. M. Gezon and G. R. CoL.ins.. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 69, 312-314, Nov., 1948. 6 refs. 


Attempts were made to produce resistance to penicillin 
in vivo in two strains each of Groups A, B, and C 
haemolytic streptococci derived from patients who had 
never received penicillin. Each of 6 mice was inoculated 
intracerebrally with 0-03 ml. of an 18-hour 5% sheep- 
blood veal-infusion broth culture. Pairs of the animals 
received 3 injections of penicillin G at 24-hour intervals, 
the total doses initially being 150, 300, and 450 units. 
One animal from each pair was killed after 24 hours, and 


- broth cultures made from the brain and cerebrospinal 


fluid of the animal receiving the greatest amount of 
penicillin were used for passage through a further 3 pairs 
of mice receiving doses of penicillin respectively greater 
than, the same as, and smaller than that given to the mouse 
from which the culture was made. Virulence tests were 
carried out on the parent strain, after 15 passages in 
normal mice, and after 15 passages in mice receiving sub- 
protective doses of penicillin. Jn vitro sensitivity tests 
by the whole-plate method were made initially and after 


. every 5th passage for 25 passages. 


Fertile hens’ eggs, after 10 to 13 days’ incubation at 
37-5° C., were infected in the chorio-allantoic space with _ 
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0-1 ml. of an 18-hour broth culture, followed immediately 
by 0-1, 0-2, and 0-3 unit of penicillin G in 0-1-ml. amounts 
peregg. After 24 hours the eggs were harvested through 
the air sac, and the resultant growth from the egg 
receiving the largest amount of penicillin was used for 
the next passage through the eggs, the penicillin dosage 
being adjusted in a manner similar to that used,for the 
mouse passage. 


The Group A strains failed to acquire resistance to 


penicillin by passage in either mice or eggs. The parent 
Groups B and C strains could be recovered from mice 
treated with 30,000 units of penicillin, which was the 
maximum dose used, and hence it could not be assessed 
whether they had developed resistance. Both strains of 
Groups B and C in eggs showed an increase in resistance 
to penicillin as judged by the amounts of penicillin re- 
quired to sterilize the chorio-allantoic fluid. This change 
in in vivo resistance to penicillin was not reflected in the 
in vitro sensitivity of the organisms, nor was the virulence 
altered. J. E. M. Whitehead 


649. Drug Sensitivity of Hemolytic Streptococci 
Isolated from Cases of Scarlet Fever Treated with Penicillin 
T. L. HARTMAN and L. WEINSTEIN. Proceedings of the 
Society for Experimental Biology and Medicine {Proc. 
Soc. exp. Biol., N. Y.] 69, 314-316, Nov., 1948. 12 refs. 


The penicillin sensitivity of Group A haemolytic 
streptococci isolated from cases of scarlatina before, 
during, and after therapy was studied, Rammelkamp’s 
method being used. The patients received 1-2 to 3 mega 
units intramuscularly or 3 to 15 mega units orally during 
a 10-day period, the dosage interval being 3- or 8-hourly. 
Throat swabs were taken before treatment, daily during 
treatment, and on alternate days for 11 days after treat- 
ment unless haemolytic streptococci were found, when 
the throat was swabbed daily. All the 195 strains 
isolated before treatment were inhibited by 0-0313 unit 
of penicillin or less. Strains isolated on 37 occasions 
during treatment showed no decrease in sensitivity, and 
24 strains isolated after treatment had ceased were 
inhibited by 0-0156 unit of penicillin or less. 

The authors conclude that, although Group A 
haemolytic streptococci may be rendered resistant in 
vitro, the likelihood of their becoming resistant during 
therapy is remote. 

[Although typing of the strains was not carried out, 
the authors assume that those strains isolated during and 
after treatment were the result of cross-infection.] 

J. E. M. Whitehead 


650. An Unusual Strain of Streptococcus Isolated from 
Subacute Bacterial Endocarditis 

H. AUERBACH and O. FELSENFELD. Journal of Bacterio- 
logy Bact.] 56, 587-588, Nov., 1948. 5 refs. 


A few strains of streptococci belonging to the entero- 
coccus group have been reported as motile. The authors 
describe such an organism which was recovered from 
blood cultures of a patient suffering from subacute 
bacterial endocarditis. The organism was ovoid in 
shape, and occurred in pairs and short chains. It was 


Gram-positive, encapsulated, and motile with a single 
flagellum. It grew on ordinary agar at high pH and also 
on saline agar 6-5%. It could not be placed in any of 
the recognized groups, but the authors suggest that it 
may be.a variant of Streptococcus faecalis. 

H. J. Bensted 


651. The Use of the Selective Inhibitory Action of 
Toluene on Coliform Bacilli in Routine Cultures 

K. B. RoGers and W. Hestop. Journal of Clinical 
Pathology [J. clin, Path.) 1, 315-317, Nov., 1948. 1 fig,, 
8 refs. 


The effect of temperature on the inhibitory action of 
toluene on certain organisms was studied, the authors’ 
technique being described as follows: ‘A set of bijou 
bottles, each containing 2 ml. measured from the same 
overnight broth culture of the organisms, was kept at 
each of the following temperatures: 4°, 23°, and 37°C, 
One of the bottles from each set was used as a control. 
A standard drop of the bacterial suspension was inoculated 
and spread evenly on to a MacConkey plate when coli- 
form bacilli were being tested, or a blood plate for other 
organisms; after overnight incubation a colony count 
was made. Similar counts were made after exposure of 
the organism to the action of toluene for times varying 
from 5 seconds to 3 minutes.” 

It was found that Proteus vulgaris, Pseudomonas 
aeruginosa, and the coliform bacilli generally either were 
suppressed by contact with toluene for 5 seconds at 
37° C. or were reduced from hundreds of colonies per 
drop to about 7 or 10 in the same volume. At lower 
temperatures these Gram-negative organisms survived 
for much longer periods, being present in large numbers 
after 2 minutes’ exposure to toluene at 4°C. Many 
strains of Staphylococcus albus, Staph. aureus, «, B, andy 
haemolytic streptococci, pneumococci, and diphtheroid 
bacilli encountered in routine work were tested and found 
to withstand 2 minutes’ exposure to toluene at 37°C. 
Since few strains of the -following organisms were 
encountered, stock cultures were tested and were found 
to be resistant: anaerobic streptococci, 1 strain; 
Clostridium welchii, 6 strains; Cl. tertium, 1 strain; Cl. 
oedematiens, 1 strain. Of over 500 strains of Proteus 
vulgaris and 300 strains of Ps. aeruginosa which were 
encountered in wound swabs, faeces, urine, and similar 
specimens, exposure to toluene for the standard time 
killed all but a few. A comparison of the authors’ 
toluene technique with the “Fry” plate technique: 
(Brit. J. exp. Path, 1932, 13, 456) was made, the former 
being found to be simpler and less time-consuming. 

A technique is described for making routine cultures. 
from wound swabs. A central ditch is cut in a blood- 
agar plate and gentian-violet solution, usually 1 in 
30,000 in sterile industrial spirit, is spread over the outer 
segment of each half-plate. The plate is then allowed to 
dry. The swab is first planted on one half of the plate: 
and a smear made for a Gram stain. The swab is then 
emulsified in 2 to 3 ml. of broth at 37° C., and toluene, 
approximately one-tenth of the volume of the broth, is. 
added to the emulsion. Vigorous shaking is carried out 
for 15 to 20 seconds. One drop of the suspension is: 
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then placed on the second half of the plate with a sterile 
Pasteur pipette and is spread in the usual way. After 
incubation it will be found that the toluene-treated 
culture contains no Gram-negative organisms, and the 
relative numbers of Gram-negative and Gram-positive 
organisms can be estimated by comparing the two halves 
of the plate. R. B. Lucas 


652. Studies on Heat Resistance. I. Increasing Re- 
sistance to Heat of Bacterial Spores by Selection 

F. L. Davis and O. B. WILLIAMs. Journal of Bacterio- 
logy [J. Bact.] 56, 555-559, Nov., 1948. 1 fig., 12 refs. 


653. Studies on Heat Resistance. II. Comparison of 
Resistance to Heat with Resistance to Disinfectants 

F. L. Davis, O. Wyss, and O. B. WiLtiams. Journal of 
Bacteriology (J. Bact.| 56, 561-567, Nov., 1948. 6 figs., 
11 refs. 


Owing to the divergent results of past workers who have 
tried to increase the heat resistance of bacterial spores by 
subculture of survivors from under-sterilized suspensions 
of spores, the present authors re-examined the question 
py studying the behaviour of spores of Bacillus globigii 
—a variant of Bacillus sub‘ilis. 

Among spores of a particular population there appears 
to be a graded resistance to heat, and by selecting 
survivors of heated spore suspensions of B. globigii the 
authors were able to show by thermal death-time and 
destruction-curve determinations that an increased heat 
resistance was possessed by later generations of spore 
suspensions so treated. 

By employing normal spores and spores of a heat- 
resistant strain of the same organism the resistance to a 
variety of bacteriostatic and bactericidal agents of the 
two types was compared. Phenol and iodine resistance 
are recorded as going hand in hand with heat resistance, 
so that spores of the heat-resistant strain withstood the 
action of these agents for longer periods than those of 
the normal strain. There was no obvious difference in 
the survival rates when the two types of spores were 
exposed to the action of gentian violet, mercuric chloride, 
and streptomycin. H. J. Bensted 


654. The Relation of Antagonistic Coliform Organisms 
to Shigella Infections. II. Observations in Acute 
Infections 

S.P. HALBERT. Journal of Immunology [J. Immunol.] 60, 
359-381, Nov., 1948. 4 figs., 34 refs. 


This investigation is an extension of previous findings 
that certain strains of coliform bacteria isolated from 
faeces have antagonistic properties against dysentery 
bacilli. These antagonistic properties are due to the 
production of antibiotic substances. Some of the latter 
have been studied in greater detail and have been described 
as heat-stable. 

In the present study the author investigated the in- 
testinal flora of a colony of mental defectives for the 
presence of coliform bacilli producing such antibiotic 
substances. In view of statements in the literature that 
antagonistic strains occur more frequently in normal 


people than in individuals with acute or chronic dysentery 
infections this study is of particular interest. The 
subjects were inmates of a colony known to be an 
endemic focus of bacillary dysentery. Material for 
investigation was collected with rectal swabs. These 
were inoculated on MacConkey and S.S. agar, and after 
incubation a number of strains of coliform bacteria were 
picked off from each medium and subsequently examined 
on proteose-peptone-agar for antagonistic properties 
against the particular dysentery bacillus strain isolated 
from the patient as well as against a stock strain of Flexner 
dysentery bacillus known to be highly sensitive to 
antagonistic substances produced by coliform strains. 

In all, 2,940 strains from 42 individuals were examined. 
Contrary to statements by others, it was found that 
individuals clinically ill with and bacteriologically positive 
for bacillary dysentery harboured approximately 100% 
more coliforms with antagonistic properties than those 
who were either intermittent carriers or’ free from in- 
fection. Detailed tables of the findings in individual 
cases over long periods show that the coliform strains 
producing antibiotics appear at intervals during the 
course of an infection and may disappear completely 
within a few days. Their presence seems to have some 
relation to the stage of infection as they tend to increase 
in the intestinal tract for a period of several weeks after 
the onset of dysentery. Antibiotic properties of such 
strains remained unaltered in vitro. Some of the strains 
were active against the patient’s own dysentery bacillus, 
others were not. In some acute cases no antagonistic 
coliform strains were ever found, and one patient became 
acutely ill although his intestinal tract contained a high 
proportion of antagonists before the infection. No 
antagonistic substances could be demonstrated in saline 
extracts of samples of faeces. It is, therefore, impossible 
to assess at this stage the significance of antagonistic 
coliform strains in relation to dysentery infection. 

[The findings are not altogether surprising for it has 
long been realized by bacteriologists that dysentery 
bacilli do not grow well in the presence of Bacterium coli 
strains. This fact accounts in part for the difficulty of 
isolating dysentery bacilli from faeces. Leifson’s 
sodium desoxycholate medium, which has improved 
bacteriological diagnosis of bacillary dysentery, was 
designed purposely to inhibit growth of Bact. coli and to 
allow free growth of dysentery bacilli.] 

K. S. Zinnemann 


655. Studies on Salmonellosis in Puerto Rico. I. 
Salmonella Types Isolated from Man and Animals in 
Puerto Rico 

O. FELSENFELD, L. M. GONZALEZ, and V. M. YounNG. 
Puerto Rico Journal of Public Health and_ Tropical 
Medicine {Puerto Rico J. publ. Hith| 24, 9-15, Sept., 
1948. 30 refs. 


The author made a study of salmonellosis in Puerto 
Rico in 1947-8. Examination was made of faeces from 
237 persons with, and from 500 without, diarrhoea; 58 
samples of urine and of blood from patients with pyrexia 
of undiagnosed causation; faeces from 15 rats; organs 
from 50 pigs and 50 chickens; 50 samples each of pork, 
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beef, and milk, and 10 samples of hamburger. As a 
result 86 strains of Salmonella, belonging to 18 sero- 
logical types, were isolated. Of the 27 strains from 
human sources, 10 were Salm. typhi-murium, and the 
remaining 1% were of 14 different types. Of the 59 
strains from animal sources, 19 were Salm. typhi- 
murium, 9 Salm. newport, 8 Salm. cholerae suis, 7 Salm. 
oranienburg, and 6 Salm. derby; the remaining 10 strains 
were of 7 types. No Salmonella was found in the milk 
samples. Joyce Wright 


656. Studies on Salmonellosis in Puerto Rico. II. 
Agglutinins Form Salmonella H Antigens in the Blood of 
Apparently Normal Adults 

L. M. GONZALEZ, V. M. YOUNG, and O. FELSENFELD. 
Puerto Rico Journal of Public Health and Tropical 
Medicine [Puerto Rico J. publ. Hith| 24, 24-26, acim 
1948. 5 refs. 


The blood of 548 apparently healthy persons in Puerto 
Rico was examined with the aid of Salmonella H antigens. 
Fifty-two, or 9-48%, showed the presence of agglutinating 
antibodies. The occurrence of these antibodies was in 
conformance with the frequency of the same antigens in 
Salmonella isolated from man on the island.—[{Authors’ 
summary.] 


657. Types of Salmonella typhosa Isolated in Puerto 
Rico 

O. B. Soto and P. M. Orero. Puerto Rico Journal of 
Public Health and Tropical Medicine [Puerto Rico J. 
publ. Hith] 24, 31-36, Sept., 1948. 28 refs. 


Salmonella typhi cultures from pathological material 
derived from 130 cases and carriers, and from beef, in 
Puerto Rico during 1944-7 were tested for phage type 
by the Cragie and Yen method. From 66 individuals 
type E, was isolated; from 22, type A; and from 13, 
type B,. Types D,, F,, and M were also found. On 
biochemical test, 262 strains were found to be of Kristen- 
sen’s type I (xylose-positive and arabinose-negative). 
Three non-motile strains and one small colony variant 
were isolated. Joyce Wright 


658. Listerella monocytogenes Strain Isolated from a 
Human Source in Puerto Rico 

O. FELSENFELD. Puerto Rico Journal of Public Health 
and Tropical Medicine [Puerto Rico J. publ. Hith| 24, 
1-4, Sept., 1948. 13 refs. 


The characteristics of a strain of Listerella monocyto- 
genes are described. The organism was isolated from 


the blood of a patient with enlarged cervical lymph 


nodes and moderate pyrexia following Caesarean section. 
Joyce Wright 


659. An Outline for the Identification of Salmonellas 
O. FELSENFELD. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 19, 106-118, Feb., 1949. 12 refs. 


See also Section Pharmacology and Therapeutics, 
Abstract 533. 


OTHER MICRO-ORGANISMS 


660. Effect of Hyaluronidase and of Hyaluronic Acid 
on Cultures of Trypanosomes, Leishmania, and Amoebge 
H. Seneca, E. HENDERSON, and M. Harvey. Science 
[Science] 108, 714-715, Dec. 24, 1948. 3 refs. 


This paper describes the effect in vitro upon Leishmania 

donovani, Trypanosoma cruzi, and Entamoeba histolytica 
of hyaluronic acid and hyaluronidase, a complex poly- 
saccharide and enzyme respectively which are common 
to both vegetable and animal (including human) organ- 
isms. For the experiments hyaluronidase was obtained 
from bovine testes, and hyaluronic acid from human 
umbilical cord. The haemoflagellates were grown in 
Seneca’s medium, and observations were made for 
varying periods of time on the organisms suspended in 
saline containing one or the other reagent, on the one 
hand; and on the other, on cultures in 5 ml. of saline 
which contained varying amounts of these reagents and 
were transplanted weekly. In the case of E. histolvtica 
the amoebae taken from cultures were likewise suspended 
in saline with the reagents, and observations were made 
on cultures in which saline containing one of the reagents 
constituted the fluid part of the medium. Subcultures 
were made thrice weekly over a period of 4 months, 
The results were as follows. Hyaluronidase had no 
effect on the haemoflagellates, but it stimulated hyper- 
motility in E. histolytica and enhanced its growth in 
cultures. Hyaluronic acid reduced the motility of the 
flagellates in suspension but had no effect on serial cul- 
tures. However, the acid had an adverse action on 
E. histolytica, causing structural changes, degeneration, 
and death of the amoebae, both in suspensions and in 
cultures. 
The effect of these reagents on E. histolytica may have 
a bearing on the cultivation of the parasite and treatment 
of amoebiasis. In the authors’ words, “‘ the observed 
effect of hyaluronic acid suggests that, if it be used thera- 
peutically, an action both upon the protozoon and upon 
its power to invade the tissues might be obtained, the 
latter by inhibition of hyaluronidase possibly secreted by 
the invader ”’. C. A. Hoare 


661. Factors Influencing Histoplasmin Formation 
S. B. SALvIN and G. A. Hott.e. Journal of Bacteriology 


[J. Bact.] 56, 541-546, Nov., 1948. 1 fig., 10 refs. 


. Histoplasmin is the filtrate derived from the growth of 
the mycelial phase of Histoplasma capsulatum in a liquid 
synthetic medium and is capable of producing a positive 
skin reaction in sensitized animals and man. This 
paper reports experiments on the influence of environ- 
ment, and of nutritive substances in the medium, on the 
formation of this substance. The organism was culti- 
vated in fluid media of different composition for varying 
periods of time, and the supernatant was decanted 
and passed through a Mandler filter. The antigenic 
potency of the sterile filtrates was first determined by 
(1) the complement-fixation test, in which the sera of 
rabbits hyperimmunized with cells from the yeast-like 
phase of the organism were used; (2) intradermal tests 
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in the skin of rabbits and guinea-pigs. The results of 
the two tests ran parallel, but as the complement-fixation 
test could be more readily controlled it was decided to 
assess antigenic potency on the results of this test alone. 

Basal asparagine media containing 1% of one of 27 
different carbohydrates, in addition to the glycerol 
already in the basal medium, were used to prepare the 
different filtrates. The highest complement-fixation 
titres were obtained after 9 weeks’ growth in media 
containing cellobiose, dextrin, glycogen, or starch. 
Environmental factors promoting optimum protection 
of histoplasmin were initial pH 7 to 8, surface—volume 
ratio as near unity as feasible, and an incubation tempera- 
ture of 25°C. Other factors, such as light, depth of 
growth, and even strain variation, did not appear to play 
a very important part in production. H. J+ Bensted 


IMMUNITY 


662. Distribution of Antitoxin in the Tissues of Animals 
Immunized with Cl. welchii Toxin 

J. Keppie and M. C. MACFARLANE. British Journal of 
Experimental Pathology (Brit. J. exp. Path.| 29, 458-466, 


' Oct., 1948. 1 fig., 17 refs. 


The authors give a brief account of the views that have 
been advanced to account for the production of anti- 
bodies in the form of modified serum globulin when 
animals are immunized with a ‘specific antigen, for 
example: (1) the incorporation of the antigen in the 
globulin-forming system and its action in the synthesis 
of the polypeptide chain; (2) the intervention of the 
antigen during the folding of the chain rather than its 
synthesis; and (3) a modification of a proteinase which 
causes the formation of antibody in the absence of the 
antigen. The authors contend that there does not 
appear to be any reason why the effect of the antigen 
should be limited to the system producing serum globulin, 
since its action might stimulate other protein-forming 
systems so that the characteristic protein formed by a 
particular system, whether it be a structural or secreted 
protein, might carry an antibody group. Further, it 
might be possible to demonstrate the existence of a tissue 
immunity by the isolation from the tissue of a 
characteristic protein. 

The technical methods used to investigate the problem 
are given in detail [and for these the reader is referred 
to the original paper]. The results of this investigation 
can be stated as follows. (1) In animals immunized with 
Cl. welchii toxin no evidence was obtained that antitoxic 
groups are present in myosin and other protein fractions 
from skeletal muscles. On the other hand it could be 
shown that extractable antitoxin was present to the 
extent of 5 to 15% of the serum titre in the cardiac muscle, 
lung, skin, and liver of immunized rabbits, guinea-pigs, 
and rats. (2) There was a marked difference in the 
distribution of antitoxins in different fractions of serum 
protein in rabbits and rats, more than 70% of the serum 
antitoxin in rabbits and less than 20% in rats being found 
in the least soluble y-globuljn, and further, there was 


also a marked difference in the response of male and 


female rats to the antigen, and such a result was not 
observed in other animals. 

In conclusion the authors suggest that further investiga- 
tion of this last finding, together with the difference in 
antitoxin distribution in different serum fractions, might 
throw further light on some problems of immunization, 
and it is for this reason, in particular, that these 
preliminary experiments have been reported. J. Smith 


663. Suppression of Local Tissue Reactivity (Shwartz- 
man Phenomenon) by Nitrogen Mustard, Benzol, and 
X-ray Irradiation 

R. M. Becker. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 
69, 247-250, Nov., 1948. 17 refs. 


The Shwartzman reaction (J. exp. Med., 1927, 46, 497) 
normally provoked in rabbits by intravenous injection 


‘of meningococcus endotoxin after earlier intradermal 


injection of meningococcus filtrate may be suppressed 
by previous treatment of the rabbits with nitrogen 
mustard or benzene. 

No protection was given by nitrogen mustard if it was 
injected with the provoking factor or one day before it; 
2 mg. of nitrogen mustard per kg. given intravenously 
2 days before the provoking factor partially suppressed 
the reaction, and 1 to 2 mg. per kg. given 3 or 4 days 
before abolished it completely. If the nitrogen mustard 
was given 8 to 11 days before the meningococcal endo- 
toxin its suppressive effect was reduced, whereas if given 
12 to 15 days before it had no effect at all on the Shwartz- 
man reaction. Nitrogen mustard 0-5 mg. per kg. had 
no suppressive effect at any time. Daily subcutaneous 
injection of 2 to 4 ml. of a mixture of benzene with olive 
oil for 7 to 13 days before injection of the provoking 
factor abolished the Shwartzman reaction completely. 

Exposure of rabbits to 800 r total body irradiation 
with x rays on one occasion 3 to 7 days before the 
injection of the provoking factor reduced or abolished 
the reaction; 300 r 3 days before, or 800 r 1 day before, 
had no suppressive effect.- 

“Benadryl”, urethane, crude penicillin extract, 
penicillin G, streptomycin, ‘‘mapharsen” (oxophenar- 
sine hydrochloride, U.S.P.), BAL, vitamin C, «-toco- 
pherol, thyroidectomy, and repeated bleeding failed to 
suppress the reaction. : C. L. Oakley 


664. Conglutinating Complement Absorption Test Com- 
pared with Hemolytic Complement-fixation Reactions 
Using Q Fever Immune Bovine Serum - 

D. M. Wo tre and L. KornreLp. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 69, 251-255, Nov., 1948. 7 refs. 


In conglutinating complement-absorption tests, Q- 
fever-immune sera react with Q-fever antigens, but not 
with murine-typhus or rickettsialpox antigens. Sera 
from cattle with no history of Q fever gave negative 
results in the test, which is apparently more sensitive and 
more specific than either the warm-bath or ice-box 
method for carrying out haemolytic complement-fixation 
tests. C. L. Oakley 
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665. Haemophiloid of the Newborn. (Das Hiamo- 
philoid des Neugeborenen) 

H. Annales Paediatrici |Ann. paediatr., Basel] 
171, 320-324, Nov.—Dec., 1948. 2 figs. 


The incidence of haemorrhagic disease in the newborn 
observed in 28,373 cases in three maternity clinics (New 
York, Ziirich, and Oslo) was approximately 0-745% (1 in 
134 cases). These figures were not substantially in- 
fluenced by the prophylactic administration of vitamin K 
immediately after birth. 

All newborn infants delivered at the Ziirich Women’s 


Clinic on even dates from May, 1944, until July, 1947,” 


received 5 mg. “ synkavit”’ after birth. Babies born on 
odd dates remained untreated. A total of 10,556 babies 
was observed (4,851 treated and 5,705 untreated cases). 
Haemorrhagic diseases occurred in 83 cases (0-768%) 
of which 40 weré treated and 43 untreated. Thus, the 
incidence was relatively even higher in the treated new- 
born (0-824% against 0-753%). Cerebral haemorrhage 
was found in 47 babies. Melaena neonatorum was 
present in 23 babies (0:217%), 7 of whom had received 
prophylactic vitamin K. Therefore vitamin K deficiency 
cannot be regarded as the cause of the condition in one- 
third of the cases (0-144% of the total). 

An analysis of 2 cases of severe disturbance of the 
blood-clotting mechanism points to other possible 
causes of haemorrhagic conditions in the newborn. In 
both babies who developed signs of cerebral haemorrhage 
a severe initial hypoprothrombinaemia was corrected 
within a few hours by the administration of vitamin K, 
but a much prolonged coagulation time persisted for 
several weeks. A transitory thromboplastin deficiency 
(proved by a positive Quick test), possibly due to lack of 
antihaemophilic plasma globulin in consequence of 


. immature liver function in the neonatal period, may 


have been the cause of the bleeding. 

The author considers the following as potential 
factors in haemorrhagic diseases of the newborn: 
vitantin K deficiency, birth trauma and vascular condi- 
tions, and a haemophilic disturbance of the’ blood- 
clotting mechanism, M. Dynski-Klein 


666. The Treatment of Ammonia Dermatitis with 
Diaparene. Report on 500 Cases 

R. A. Benson, L. B. Stospopy, L. Littick, A. MAFFIA, 
and N. SuLLIVAN. Journal of Pediatrics [J. Pediat.] 34, 
49-51, Jan., 1949. 7 refs. 


In a preliminary report (J. Pediat., 1947, 31, 369) the 
authors described the successful use of “‘ diaparene”’ 
in the ammoniacal napkin dermatitis of 50 infants. 
They now give the results of its use in 500 infants treated 
in hospital, or as out-patients, or at home. Diaparene 
is a quaternary ammonium compound, whose long 
formula is given. It is active against Bacterium 


ammoniagenes, which infects the napkin area and con- 
verts the urea of the urine into free ammonia. One 
tablet is dissolved in 2 quarts (2-27 litres) of water (giving 
a 1 in 25,000 solution), and this quantity is poured over 
6 diapers placed in a basin. The diapers are then dried 
and stored. 

Of the 500 cases diagnosed as of ammonia dermatitis, 
in 436 the condition “* cleared promptly within one week ”, 
Of the 64 cases in which it did not clear, 23 were thought 
to be of some other form of napkin dermatitis; in 20 the 
instructions had not been carried out properly or the 
mother did not return; and in 21 the treatment was 
considered to have failed. 

The authors add a useful note on the differential 
diagnosis of various forms of napkin dermatitis, but 
point out that ammonia dermatitis is the most common 
diaper rash in infants. Hitherto they had used mercuric 
chloride (1 in 4,000 solution), but this, although efficient, 
has possible toxic action. Diaparene is both effective 
and safe. Boric acid, hitherto widely used, is a weak 
bactericide and may have local toxic effects; it should 
be discarded. C. McNeil 


667. Obesity in Children: A _ Clinical-prognostical 
Investigation. [In English] 

H.-O. MossperG. Acta Paediatrica [Acta paediatr., 
Stockh.) 35, Suppl. 2, 1-122, 1948. 20 figs., bibliography. 


668. Role of Rubella and Other Toxic and Infective 
Factors during Pregnancy on the Genesis of Congenital 
Malformations and Dystrophies. (La place de la rubéole 
et des autres facteurs infectieux ou toxiques survenus en 
cours de gestation dans la genése des malformations et 
dystrophies congénitales) 

G. LEFEBVRE and J. MERLEN. Annales Paediatrici [Ann. 
paediatr., Basel| 171, 266-278, Nov.—Dec., 1948. 


The relation of congenital malformations to maternal 
infections or toxic conditions during pregnancy was 
investigated in 2,247 cases. A total of 64 cases of con- 
genital malformation was encountered (5 cases of cataract, 
18 of developmental retardation, 12 of mongolism, 18 of 
cardiac malformation, and 11 of other abnormalities). 

Although 32 of the malformations occurred in 2,153 
normal pregnancies, 32 were associated with 94 preg- 
nancies complicated by disease or various abnormal 
conditions. It is significant that the severest type of 
malformation in the latter group was found where the 
mothers were affected by illness within the first 3 months 
of pregnancy (20 cases), whereas illness, developing after 
the third month (14 cases) had apparently no influence 
on the foetus. Among 60 pregnancies Classified as 
* difficult” (27 twin pregnancies, 23 pregnancies after 
long periods of sterility associated with uterine fibroids, 
3 cases of hormonal imbalance treated with progesterone), 
12 cases of congenital malformation were observed. 
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The reported material suggests that there is a relation 
between the frequency and severity of congenital mal- 
formations and various pathological conditions present 
either at the time of conception or during the first 3 
months of pregnancy. Apart from virus infections, 
toxoplasmosis, and states of hormonal imbalance, other 
infections or toxic conditions may be causative. Compre- 
hensive statistical investigations and experiments on a 
wide scale will be necessary to assess the value of these 
findings. M. Dynski-Klein 


669. Acute Diarrhea in Infancy 
A. AriztiA and C. Garcts. Pediatrics [Pediatrics] 2, 
§25-532, Nov., 1948. 11 refs. 


The authors contend that all acute diarrhoea in infancy 
is of infective origin, in the alimentary tract or elsewhere. 
During a period of 6 years they have studied infants 
suffering from acute diarrhoea accompanied by systemic 
or metabolic reactions and infection, and their paper 
deals with two groups. The first consists of 1,505 
infants, who were studied from the standpoint of 
aetiology, clinical evolution, mortality, and relationship 
between aetiology and clinical picture. All cases of 
diarrhoea are included whatever the origin may have 
been: enteral, 210; parenteral, 3,020; or without 
evident infection, 161. Tables show the seasonal 
distribution and previous nutritional state. The mortal- 
ity rate in these 1,505 infants was 256, or 17%.  Post- 
mortem examination of 244 infants who died revealed 
the presence of intestinal lesions, varying from simple 
inflammation to frank ulceration, in only 89 cases. The 
second group of patients, numbering 199, were thoroughly 
investigated bacteriologically. A specific enteral infec- 
tion was found in only one-third. 

The authors state that it is not always possible to 
classify the diarrhoeas of infancy into enteral, parenteral, 
or simple metabolic groups. They stress the importance 
of understanding the part played by the metabolic 
impairment and the correction of dehydration and 
acidosis. In prophylaxis, good nutrition and hygiene 
are very important. — Jas. M. Smellie 


670. Clinical Observations on the Use of Hyaluronidase 
L. C. Burket and P. Gydrcy. Pediatrics [Pediatrics], 
3, 56-63, Jan., 1949. 15 refs. 


Hyaluronidase is the spreading factor found in 
testicular extract, an enzyme which, acting on the 
mucopolysaccharide, hyaluronic acid, reduces its high 
viscosity and removes the barrier to tissue diffusion. 
Hyaluronic acid apparently forms an integral part of 
basement membranes of various organs such as kidneys 
and thyroid, and is present in synovial fluid, ovarian 
follicular fluid, vitreous body, and Wharton’s jelly. 
Substances similar to hyaluronidase have been found in 
many strains of staphylococci, streptococci, and pneu- 
mococci, some tumours, snake venom, and leech extract, 
but testis is the only mammalian organ in which the 
enzyme is found in large amounts, = 

The authors confirmed previous reports of the value 
of hyaluronidase in promoting diffusion and absorption 


of glucose-saline solutions given by hypodermoclysis to 
45 infants and children. Absorption was quicker, more 
complete, and less painful in all cases (0-8 mg. of the dry 
substance was used in all procedures). The actual speed 
of flow, however, was also dependent on the state of 
hydration of the patient, position of the needles, and type 
of fluid given. Plasma was used in 2 cases and, whereas 
its absorption was slower than that of glucose-saline, it 
was nevertheless absorbed without induration. Volumes 
of up to 250 ml. were absorbed by this method in less 
than 4 hours as a rule. 

No evidence of spread of infection was observed, a 
finding in accordance with experimental work on animals 
infected with Mycobacterium tuberculosis or staphylococci 
and injected with testicular extract with no untoward 
effect. No thermal change or evidence of renal damage 
occurred. Phenolsulphonphthalein excretion tests carried 
out on 20 children given 0-8 mg. hyaluronidase, and on 
20 controls, showed no significant change in dye excre- 
tion of total urine output. Urograms after the sub- 
cutaneous injection of large amounts of diluted “ dio-. 
drast’’ were taken with and without hyaluronidase; 
satisfactory visualization was obtained with a smaller 
amount of diodrast when hyaluronidase was injected at 
the same site. The technique of the procedure in 2 such 
cases is described. M. Baber 


See also Section Neurology, Abstracts 926-7. 


671. The Baby’s Diaper with Suggestions for its 
Improvement 

C. F. MCKHANN and G. Bricmont. Journal of Pedia- 
trics [J. Pediat.] 34, 131-138, Feb., 1949. 5 figs., 14 refs. 


672. Congenital Steatorrhoea due to Defect of the 
Pancreas 

M. Harper. Medical Journal of Australia (Med. J. 
Aust.) 1, 137-141, Jan. 29, 1949. 


This paper is based on 42 cases of congenital pancreatic 
steatorrhoea. Cases were diagnosed clinically, and in 
all of those which came to necropsy diagnosis was con- 
firmed. The ages at which babies were first seen ranged | 
from under 1 month to 13 months. Advice is sought on 
account of failure to gain weight despite adequate feeding. 
When seen in the neonatal period the baby appears 
normal. Stools may be passed five or six times a day; 
they are bulky, pale cream or yellowish-green in colour, 
of a glistening greasy appearance, and with a rancid 
odour. When babies are seen at later ages there is 
usually a history that they have not “ done well” and 
that their weight has not increased at a satisfactory rate 
although appetite is good. The stools are bulky and 
large, have the same greasy, pale, yellowish-green 
appearance, and oil may be passed with the stool or 
separately. Emaciation may be extreme, but is some- 
times surprisingly slight. Abdominal distension is not 
pronounced during the first year, and is not seen in 
anything like the same degree as is usual in coeliac 
disease. Cough may be reported as present from birth, 
but more usually respiratory symptoms develop later; 
the cough at first is unproductive and spasmodic and 
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. resembles whooping-cough, for which it is sometimes 


mistaken. The author stresses the importance of a 
personal examination of the stools in arriving at the 
correct diagnosis. 

The pathological changes observed in the pancreas 
were as follows: the acini and ducts showed all degrees 
of dilatation and distortion, the lumina being filled with 
structureless material. The interlobular and interacinar 
connective tissue was increased. The author describes 
the emphysematous changes in the lungs and discusses 
their relation to the pancreatic lesions. K. Black 


673. Pulmonary Embolism in Childhood 

G. F. STEVENSON and F. L. Srevenson. Journal of 
Pediatrics (J. Pediat.) 34, 62-69, Jan., 1949. 1 fig., 
23 refs. 


674. Psychological and Social Aspects of Sydenham’s 
Chorea 


E. R. C. WALKER. Edinburgh Medical Journal (Edinb. 


‘med. J.| 55, 17-37, Jan., 1948. 12 figs., 39 refs. 


After reviewing the history of medical opinion on the 
aetiology of Sydenham’s chorea, the author describes 
the results of detailed psychological investigation of 
42 patients admitted to the Royal Aberdeen Hospital 
for Sick Children during 1935 to 1939 inclusive. 

Of. the 42 children, 27 were girls and 15 boys. The 
average age at onset of the first attack was 8 years. Most 
attacks began in the winter months. Fifteen (36%) of 
the children were known to have had rheumatism; 17 
were found to have concurrent rheumatic lesions. Of 
34 patients followed up 1 had died in 1945 of “ heart 
trouble ’’, 3 others had residual heart lesions, and only 
2 others had had a recurrence of chorea. In 3 cases 
siblings had rheumatic lesions. Eighty per cent. of the 
children were from urban districts, and there was a 
greater incidence of the disease in crowded areas. War 
conditions were associated with diminished liability to 
chorea. 

Special analysis of the series revealed the following 
facts: (1) 11 of the choreic children were from families 


_ Of 2. (2) The disease had an apparent predilection for 
_ the youngest children in a family. (3) In 34 cases the 


mother showed evidence of undue excitability, irritability, 


anxiety, or other temperamental quality likely to engender - 


in the child a feeling of apprehension or uncertainty. 
In general, the impression gained was that the mothers 
of choreic children tend to be anxious-minded women 
living under strain, usually over-conscientious and often 
with strong scholastic or social ambitions for their 
children. (4) Paternal influence appeared to be less 
important. (5) In over two-thirds of the cases there was 
a disturbing factor in the relationship of the child with 
one or more of the brothers and sisters. (6) Adverse 
home conditions and housing conditions, especially 
overcrowding, were found in nearly all the cases. 
(7) Economic factors were apparently less important, 
though closely related to the last. (8) The “ school 
factor”’ was less frequently present than had been 
expected, possibly reflecting the lessened severity of 
modern teaching methods. 


In no single case could it be said that the child was 
being brought up in a comfortable decent home 
stable parents unhampered by gross financial difficulties, 
and was leading a normal happy school life. 

In discussing the significance of the findings, the 
author rejects the traditional concept that the proven 
association of chorea and juvenile rheumatism implies 
a causal relation, and postulates that chorea is ap 
affective disturbance induced by subjection to psychologi- 
cal stresses from which the child can find no satisfactory 
escape. If this disturbance is sufficiently severe or 
long-continued it produces hyperkinesis and hypotonia, 
very probably through cortico-thalamic exhaustion, 
The nature of the association between chorea and 
juvenile rheumatism he explains by stating that their 
causes commonly but not necessarily occur in con- 
junction as concomitants of poverty and overcrowding. 

P. T. Bray 


675. The Recognition and Treatment of Increased 
Intracranial Pressure in Infancy and Childhood 

B. WoopHALL. Pediatrics [Pediatrics] 2, 533-543, Nov., 
1948. 9 figs., 6 refs. 


Though the adult skull may be considered as a closed 
box incapable of significant expansion in terms of relief 
of intracranial hypertension, this theory is not applicable 
to the infant and child. In this age period consideration 
must be given to the normal increase in volume of the 
brain, the open fontanelles, and the ununited suture lines. 
There are three main abnormal conditions that may 
produce an increased intracranial tension in infancy and 
childhood—namely, those of congenital, neoplastic, and 
traumatic origin. In congenital hydrocephalus the 
fontanelles bulge, the suture lines separate, and the cranial 
bones balloon to produce the characteristic hydrocephalic 
skull. Thus an increasing skull circumference is an 
important sign of increased intracranial pressure in 
children, its degree and extent depending on the age of 
the child and the force and duration of the pressure. . In 
congenital craniosynostosis the growing brain encounters 
a closed box similar to the adult skull, and in consequence 
radiological examination reveals marked convolutional 
atrophy of the skull bones. Clinically, the demonstra- 
tion of the “ cracked-pot ’ sound on percussion of the 
skull is a most valuable aid to the diagnosis of raised 
intracranial pressure in children. In such cases radio- 
graphy will reveal a distinct separation of the sutures. 
Charts are presented showing the age and time of onset 
of the initial symptoms in 100 verified cases of brain 
tumour in children up to 14 years of age. The initial 
complaints and symptoms are also tabulated, together 
with the neurological findings and the location and type 
oftumour. Mention is also made of extradural haemato- 
mata and acute vascular lesions as other causes of intra- 
cranial hypertension. 

Finally the author makes a plea for close co-operation 
between the paediatrician and the neurosurgeon in the 
diagnosis and treatment of increased intracranial pressure 
in infants and children. It is in this way only that 
paediatric neurosurgery will progress. 


Jas. M. Smellie 
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676. The Effects of Therapeutic Exercise on the Peri- 
pheral Circulation of Normal and Paraplegic Individuals 
K. G. WAKIM, E. C. Evkins, R. E. WorpbeNn, and H. F. 
Pottey. Archives of Physical Medicine [Arch. phys. 
Med.] 30, 86-95, Feb., 1949. 14 refs. 


Exercises varying in severity and duration were given 
to normal and paraplegic persons, and the effects on the 
circulation studied by means of a venous occlusion 
plethysmograph with a compensating spirometer recorder. 
In the normal group, arm exercises markedly increased 
the blood flow in the upper limbs and to a lesser degree 
inthe lower. In paraplegics, identical exercises produced 
comparable increases in blood flow to the arms, but no 
changes in the legs. Several weeks’ training of the para- 
plegics resulted in big increases in the circulation to the 
arms, but no consistent effect was observed in the para- 
lysed legs. Strenuous exercise of one arm for a short 
time led to a considerable increase in the circulation 
in the other arm. This effect was much less noticeable 
when lighter exercise was performed for a longer time. 
It was found that supervised exercises produced an 
average increase of 155% in the circulation in the left 
arm; without supervision this dropped to 43%. The 
authors point out the relevance of these findings to treat- 
ment by exercises, and give six tables showing the 
results obtained. J. H. Cyriax 


677. An Electrophoretic Analysis of the Plasma 
Proteins in the Aged 

H. A. RAFSKy, B. NEWMAN, and C. I. KREIGER. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.] 
217, 206-210, Feb., 1949. 4 figs., 11 refs. 


DIABETES 


678. Studies in Diabetic Acidosis and Coma, with 
Particular Emphasis on the Retention of Administered 
Potassium 

T. S. DaNowsk1, J. H. Peters, J. C. RATHBUN, J. M. 
QUASHNOCK, and L. GREENMAN. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 1-9, Jan., 1949. 40 refs. 


It is becoming well recognized that the hazards of 
recovery from diabetic coma include a risk of significant 
deficiency in serum potassium and total body potassium. 
This paper supplies a detailed quantitative description of 
the changes in electrolyte and nitrogen metabolism in 
7 patients who recovered from diabetic coma, one patient 
being observed on two separate occasions. The chief 
points brought out by the authors are as follows: 
(1) The serum potassium level was below normal on 
admission in about half the patients; even when this 
was not so it fell during the initial period of treatment 
of the coma with insulin, glucose, and isotonic saline. 
(2) When potassium chloride was given, either by mouth 


| General 


or intravenously, large amounts of potassium were 
retained; during a subsequent period without added 
potassium there was no excretion of the potassium 
retained in the previous period. The obvious con- 
clusion is that a gross deficit of potassium had developed 
during coma—since potassium deficiency was present on 
admission—and also during the usual treatment, potas- 
sium balance being negative on the ordinary treatment. 
(3) As would be expected, large amounts of sodium, 
chloride, and carbohydrate were retained during recovery 
from coma. (4) Nitrogen was lost from the body 
during the early stage of observation and treatment, but 
was retained during recovery. 

Discussing their results, the authors attribute the loss 
of potassium mainly to extracellular dehydration, with 
its transfer of water and potassium from the cells, and 
to the loss of potassium in the diuresis associated with 
diabetic coma. Subsidiary factors may be the loss of 
potassium normally associated with glycogen in the 
liver and with protein in the tissues, and the effect of 
interrupted carbohydrate metabolism in causing potas- 
sium to leave the cells. 

[Those interested should consult the original data and 
arguments. Surprisingly, the effect of enthusiastic 
therapy with sodium salts is not discussed as a possible 
cause of potassium depletion.] D. A. K. Black 


679. Survey of a Scottish Diabetic Clinic. A Study of 
the Etiology of Diabetes Mellitus 

H. N: Munro, J. C. Eaton, and A. GLEN. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.| 9, 48-78, 
Jan., 1949. 3 figs., 44 refs. 


This is a statistical study based on the clinical records 
of 1,309 diabetics seen in the out-patient department and 
wards of a Glasgow hospital during 1932-42. These 
are considered to be representative of Scottish diabetics. 

Diabetes was found to be much more common in 
middle life. At this stage (after 40), it is more common 
in women, and particularly so in those with large families, 
than in a similar group of unmarried women and in 
men. The incidence in the last two groups is equal. 
Further, up to the age of 40 years, the incidence in men 
and women is equal, while after this age women out- 
number men by 2-6 to 1. Of 923 diabetics 23:2% gave 
a family history of the disease, though only 5-3% of 
2,043 non-diabetic people gave sucha history. A positive 
family history was less frequently obtained in diabetic 
women with large families. The incidence in women 
thus appears to be at least partly related to previous 
childbearing. A history of previous obesity was obtained 
more frequently in diabetics than in controls, but this 
could not be correlated with the greater incidence of the 
disease in married women. Hypertension was commoner 
in diabetic women than in men or a similar group of non- 
diabetic women. This was not related to weight or child- 
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bearing. Thirteen patients, or 1%, had associated 
thyrotoxicosis. In these the age of onset of the diabetes 
approximated to the age of onset in non-thyrotoxic 
diabetic patients rather than to that in non-diabetic. 
thyrotoxic subjects; the incidence of a family history of 
diabetes in this group corresponded to that in all diabetic 
cases. 

It is tentatively suggested that heredity is “‘ fundamental 
to virtually all cases’ and in such cases, obesity, child- 
bearing, thyrotoxicosis, acromegaly, and (?) sepsis may 
act “* by increasing the susceptibility ”’. I. Grayce 


680. Diabetic Ketosis. A Comparison of Results of 
Orthodox and Intensive Methods of Treatment Based on 
170 Consecutive Cases 

A. B. BLack and J. M. MALINS. Lancet {Lancet} 1 
56-59, Jan. 8, 1949. 9 refs. 


The authors present the results of a method of intensive 
treatment of diabetic ketosis and coma. This consists 
of: (1) intravenous insulin, 200 to 400 units, followed by 
50 units every 30 minutes, until the urine is free of 
diacetic acid, and then 30 to 40 units subcutaneously; 
(2) intravenous normal saline, 1 pint (568 ml.) in the 
first 15 minutes, a second pint in the next 15 to 30 
minutes, perhaps a third pint at the same rate, and then 
5% glucose-saline at a rate of about 1 pint hourly for 
6 to 8 hours. After this time, the appetite usually 
returns, and the patient is given 180 to 200 g. of carbo- 
hydrates a day for 24 to 48 hours, after which normal diet 
is resumed and the requisite dose of insulin given; by 
this time all ketosis is abolished. Comparing 90 cases 
treated in this way with 80 cases treated before the 
intensive course was started, the authors observe that 
the mortality from all causes was reduced from 28-7 to 
10%, deaths from uncontrolled ketosis being reduced 
from 15 to 3-3%. H. K. Goadby 


681. Sensitivity to Insulin in Alloxan Diabetes. (Sensi- 
bilidad a la insulina en la diabetes aloxanica) 

J. L. Ropriguez MINO6N and F. GRANDE. Revista 
Clinica Espaiiola (Rev. clin. esp.] 32, 85-86, Jan. 31, 
1949. 1 fig., 4 refs. 


Working at the Instituto de Investigaciones Médicas, 
Madrid, the authors are investigating the existence of a 
pancreatic anti-insulin factor in alloxan diabetes. They 
have begun by studying the insulin sensitivity of various 
groups of dogs under different conditions, taking as their 
measure of sensitivity changes in the blood sugar levels. 

Routine laboratory methods were employed. Four 
groups of dogs were used—4 normal dogs, 4 pan- 
createctomized dogs, 5 with alloxan diabetes, and 3 
given alloxan but without diabetes. The blood-sugar 
levels were determined by the Shaffer-Hartman method 
and the insulin was given intravenously, blood samples 
being taken 30, 60, 90, and 120 minutes after injection. 
The animals were injected with 1 unit of insulin per kilo 
body weight, and the experiments were also repeated 
with 0-25 unit per kilo. All the dogs fasted for 24 hours 
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animals the administration of insulin was withheld for 
an equal period. 

The similarity of the observed responses in the different 
groups appears to offer evidence against the existence of 
the supposed anti-insulin factor, and the authors copn- 
clude that there is no fundamental difference in the 
hypoglycaemic effect of insulin on normal, alloxan- 
diabetic, and pancreatectomized animals. 

René Mendez 


‘682. Observations on the Effect of High Fat Diet in 


Alloxan Diabetic Rats 

J. BoRNSTEIN and J. F. Netson. Medical Journal of 
Australia (Med. J. Aust.] 1, 121-126, Jan. 29, 1949, 
5 refs. 


Male rats were rendered diabetic by the injection of 
alloxan monohydrate into a tail vein in a dose varying 
from 40 to 60 mg. per kg. body weight. The diabetic 
animals were then given a diet to which fat was added by 
20% increments up to 60%, with a final increase to 70%. 
In a Control group, rats which had been made diabetic 
in the same way were kept on a diet approximating to the 
normal stock diet without the addition of extra fat. 

Of the 9 animals which were kept on the normal diet, 
6 died with severe ketosis within 5 to 12 days. In the 
first experimental group 8 rats—6 with severe and 2 with 
mild diabetes—received the high-fat diet for 52 days and 
then the stock diet for a further 21 days, after which they 
had to be killed because of tail infections. None of the 
8 animals died of ketosis. Of the 6 with severe diabetes, 
5 developed ketosis on the diets with 40 to 60% fat 
content, but in all the ketosis cleared up when the added 
fat was raised to 70%. The weight, after an initial fall, 
was maintained up to the 24th day on the high-fat diet, 
at which time there was a transient rise in blood sugar 
level and the animals began to lose weight. Though the — 
blood sugar level fell again to normal, the weight loss 
continued. When, on the 53rd day, the stock, diet was 
resumed the animals gained weight despite the develop- 
ment of high blood sugar levels and glycosuria. The 
urinary output decreased on the high-fat diet and 
increased again on the stock diet, the change being 
independent of the blood sugar level and apparently a 
direct result of the alteration in fat intake. Other 
experimental and control groups were used for the study 
of liver glycogen and liver fat content. K. Black 


See also Section Genito-urinary Disorders, Abstract 
899. 
ALLERGIC DISORDERS 


683. Evaluation of Therapeutic Substances Employed 
for the Relief of Bronchospasm. III. Anticholinergic 


Agents 

J. F. Beakey, E. Bresnick, L. Levinson, and M. S. 
SEGAL. Annals of Allergy [Ann. Allergy] 7, 113-121, 
Jan.—Feb., 1949. 8 figs., 10 refs. 


This paper is concerned with observations on the 
effect of anticholinergic drugs in preventing asthma 
induced by acetyl-8-methylcholine chloride (“‘ mecholy!”’) 


or by histamine. Atropine sulphate, 0-6 mg. intra- 
venously, gave complete protection against asthma 
induced by intravenous mecholyl [dosage not stated], 
but the bronchospastic effect of histamine was not 
prevented. “ Bellafoline’, a mixture of total laevo- 
rotatory belladonna alkaloids, 0-5 mg. intravenously, 
gave protection against intravenous mecholyl for a period 
of 3 hours, but was also ineffective against histamine. 
Orally administered bellafoline was somewhat less 
effective and if given as an aerosol had little or no pro- 
tective action against mecholyl. However, when the 
mecholyl was administered as an aerosol, bellafoline 
given by the same route protected for almost 2 hours. 
Scopolamine (hyoscine) 0-3 mg. subcutaneously was very 
similar in its action to atropine, protecting against 
intravenous mecholyl for 2 hours, being less effective 
against mecholyl given as an aerosol, and having no 
action against the effect of histamine. Scopolamine and 
bellafoline also had a sedative action. 

The authors point out that in spite of their ability to 
control the effects of mecholyl, atropine and allied 
drugs have very little value in the treatment of asthma. 
Speculations are made concerning the pathogenesis of 
bronchial asthma in the light of these results. 

{Experiments of this type may prove to be of great 
value in the elucidation of the pathogenesis of asthma. 
There is considerable scope for further work along these 
lines. ] R. S. Bruce Pearson 


684. Potential Antigenicity of Parenterally Administered 
Cytochrome C 
L. W. Rotu, R. K. RICHARDS, and I. M.. SHEPPERD. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 70, 116-118, Jan., 
1949. 5 refs. 


Three preparations of cytochrome C were tested for 
the possibility of antigenicity: (1) CC-I, of equine 
origin; (2) CC-II, also of equine origin; (3) CC-III, of 
mixed equine and bovine origin. Sensitizing doses were 
given intraperitoneally, and “* shocking ”’ doses into the 
dorsal penile vein. 

When cytochrome C of equine origin was injected into 
guinea-pigs already sensitized with the same material 
they showed varying degrees of anaphylactic reactions. 
Nine guinea-pigs received 3 successive sensitizing 
injections of 1 mg. of CC-I at 2- to 3-day intervals. Of 
the 6 given “‘ shocking *’ doses of CC-I after 3 weeks, 1 
gave no reaction, 4 had reactions with recovery, and 
Idied. The other 3 animals received injections one week 
later and all died. Five guinea-pigs were given three 
5-mg. doses of CC-I; 3 of these had re-injections at 
3 weeks, and the other two at 4 weeks; al) died. 
Anaphylactic symptoms seemed to be more frequent and 
severe when the sensitizing doses were multiple and large 
and when the incubation period was prolonged. 

Cross-sensitivity to cytochrome C of different manu- 
facture was demonstrated. Six guinea-pigs were 
sensitized to CC-I with two 2-mg. doses, and 19 days 
later 3 received CC-I and 3 had CC-II. None of the 


animals had any reactions. Of 6 other guinea-pigs 
Similarly sensitized to CC-II, the same material was 
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injected into 3 and CC-I into the other 3. All animals 
exhibited some degree of anaphylaxis, and one death 
occurred with each substance. In a control series of 
7 guinea-pigs sensitized to horse serum and subsequently 
injected with 3 to 10 mg. of CC-I no cross-sensitivity 
could be demonstrated. Finally, 4 guinea-pigs sensitized 
to CC-III in two successive doses of 2 to 5 mg., and 
receiving further injections of the same material at 4 
weeks and again 10 days later, had no reactions; 5 other 
animals sensitized in the same way and having re-injec- 
tions at 54 weeks also cowse no symptoms of. shock. 
Vera Winterton 


685. Transportation of the Anaphylactogenic Property 


by Eosinophil 
Z. Z. Gopiowski. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 29, 511-524, Dec., 1948. 
8 figs., 19 refs. 


Protein extract was prepared from eosinophil-rich cells 
of a peritoneal exudate of guinea-pigs sensitized to horse 
serum or to human serum by intramuscular injection. 
These extracts were shown to react specifically on guinea- 
pigs’ uteri sensitized to the corresponding serum. 
Extracts prepared from similar exudates without eosino- 
phils did not cause contraction of the sensitized uteri— 
that is, did not seem to contain the antigen. Eosinophil- 
rich extract from animals sensitized to egg-white albumin 
also had no effect. [The incorrect use of abbreviations 
for sera makes the paper difficult to follow.] 

Marjorie Le Vay 


686. Quantitative Studies in Anaphylaxis. I. In- 
fluence of Age and Body-weight of Guinea Pigs on the 
Sensitizing and Shocking Dose ° 

E. J. CouLson and H. Stevens. Journal of Immunology 
[J. Immunol.} 61, 1-10, Jan., 1949. 22 refs. 


The dose of ovalbumin required to sensitize guinea- 
pigs, so that when large doses of ovalbumin were injected 
intravenously 21 days later half of them develop anaphyl- 
actic shock, was unaffected by differences in age or body 
weight between the ages of 2 and 20 weeks. Old animals 
1 to 3 years of age required about twenty times as much 
antigen to sensitize half of them; again, the amount 
required by this group was unaffected by weight or age. 
Guinea-pigs sensitized at 2, 4, and 7 weeks of age, and 
reinoculated 3 weeks after the sensitizing injection, 
required about the same amount of antigen per animal 
to induce shock. Animals sensitized at 17 weeks of 
age and receiving another injection at 20 weeks required 
twice as much antigen to cause symptoms of shock. 
Sex had no significant effect on the amount of antigen 
required to sensitize or induce shock. C. L. Oakley 


687. Nasal Pyribenzamine for Relief of Hay Fever 
M. ZELLER. Annals of Allergy [Ann. Allergy| 7, 103- 
104, Jan.—Feb., 1949. 


The author has successfully used “* pyribenzamine ”’ as 
a local application in hay-fever. A dose of 2 to 3 drops 
of a 1% solution was effective intranasally and did not 
cause the dangerous reactions that may occur when 
the drug is given orally. Relief of symptoms occurred 
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in 4 to 10 minutes, was maintained for from 4 to 36 
hours, and was more complete than with oral administra- 
tion. Of 62 patients treated in this way the proportion 
relieved was very high. R. S. Bruce Pearson 


688. The Tracheal Chain. II. The Anaphylactic Guinea 
Pig Trachea and its Response to Antihistamine and 
Bronchodilator Drugs 
J. C. Castitto. Journal of Pharmacology and Experi- 
mental Therapeutics {[J. Pharmacol.| 94, 412-415, Dec., 
1948. 3 figs., 8 refs. 


In the author’s technique 12 separated tracheal rings 
from a guinea-pig trachea were connected by loops of 
thread, suspended in Van Dyke—Hastings solution and 
the contractions recorded by a light lever. Histamine, 
when added to the chain from guinea-pigs sensitized to 
horse serum, caused a contraction which was relaxed by 
washing and by “ benadryl” and could be repeated. 
Antigenic spasm produced by adding horse serum to the 
preparation could not be relaxed by washing or by 
relatively high concentrations of benadryl, ‘“* neo- 
antergan”’, or “ pyribenzamine ’’, but was temporarily 
reduced by the bronchodilators, adrenaline, and amino- 
phylline. The reaction of the sensitized chain to antigen 
may be due to “intrinsic histamine”, and this may 
explain why the antihistamines are ineffective in 
antagonizing the contraction. These findings are dis- 
cussed in relation to the clinical ineffectiveness of anti- 
histamines compared with bronchodilators in certain 
types of asthma. Derek R. Wood 


689. Correlation of Experimental Data with Clinical 
Behaviour of Synthetic Antihistaminic Drugs 
A. S. FRIEDLAENDER and S. FRIEDLAENDER. Annals of 


Allergy [Ann. Allergy] 7, 83-90 and 104, Jan.—Feb., 
1949. 6 refs. 


The authors attempt to correlate the potency of various 
antihistamine drugs as determined by animal experi- 
ments with their clinical effectiveness in the human 
allergic subject. They point out that the concept of 
therapy with these drugs is based on the theory that 
histamine plays an integral part in the allergic reaction. 

Guinea-pigs were used to determine the relative value 
of six drugs in preventing the effect of histamine. When 
a standard protective dose of each drug was employed, 
the number of lethal doses of histamine required to 
cause 100°, mortality was as follows: antistine”’, 2; 
“benadryl”’, 5; “antergan”’, 6; thenylene’’, 15; 
pyribenzamine’, 37; neoantergan’’, 124. When 
varying amounts of each drug were employed against 
one lethal dose of histamine, the order of efficacy was 
similar, but the difference between the drugs at each end 
of the scale was much smaller: neoantergen was only 
10 times more effective than antistine. (‘‘ Neohetramine ” 
was used in place of antergan.) In experiments 
designed to assess the effect of these drugs in protecting 
sensitized guinea-pigs from anaphylactic shock, neo- 
antergan and thenylene were again the most effective 
and antistine the least. 

Antihistamine drugs applied locally to human skin 


MEDICINE: 


GENERAL 


prevent the development of a triple response when 
histamine is subsequently applied. Using serial dily- 
tions against a standard histamine wheal, the authors 
obtained the following order of efficacy: neoantergan, 
thenylene, pyribenzamine, benadryl, neohetramine, 
antistine; applications of the last-named drug required 
to be 20 times as strong as those of neoantergan to pro- 
duce the same effect. Similar results were obtained 
when a standard amount of each drug was used against 
the reaction caused by serial dilutions of histamine. 
Finally these drugs were tested in over 100 cases of 
clinical allergy. The optimum dose of benadryl, pyri- 
benzamine, neoantergan, and thenylene was found to be 
50 mg. and of neohetramine and antistine, 100 mg. 
With these doses there was little to choose between the 
drugs within the limits of the experiment. In a series of 
cases of rhinorrhoea, between 52 and 64% were benefited 
according to the drug used: in hay-fever the percentage 
varied from 62 to 75: in asthma from 27 to 37. Urticaria 
and angioneurotic oedema were the conditions that 
responded best to all the drugs used, whereas in asthma 
the effect of all was disappointing. In individual patients, 
one drug might be more effective than another, and if 
one drug caused reactions (which included drowsiness, 
vertigo, nervousness, weakness, and gastro-intestinal 
irritation) another could usually be found which was well 
tolerated. R. S. Bruce Pearson 


690. Immunological Studies with Sera from Penicillin- 
allergic Patients 

M.S. MALLEN and O. CUELLAR. Annals of ‘aes [Ann. 
Allergy] 7, 1-3, Jan.—Feb., 1949. 6 refs. 


Collodion particles were sensitized with crystalline 
penicillin G and an impure penicillin. The serum from 
patients who had had penicillin reactions gave agglutina- 
tion against the collodion antigen with impure penicillin. 
No agglutination occurred with the crystalline penicillin. 
This suggests that impurities in the penicillin were the 
cause of the allergic reactions. 

[For details of the method of sensitizing collodion 
particles with penicillin the original article must be 
referred to.] A. W. Frankland 


691. Sensitivity Reactions from Penicillin Preparations 
of Prolonged Action 

E. A. HAunz and E. L. GrinneLt. Annals of Allergy 
[Ann, Allergy] 7, 4-12, Jan.—Feb., 1949. 5 figs., 17 refs. 


Most of the local and general reactions that occur 
when penicillin is injected are due to the beeswax in the 
oily preparation (Romansky formula). It is suggested 
that, as procaine penicillin G in peanut oil or sesame oil 
or in the aqueous suspension is now available, calcium 
penicillin in beeswax and peanut oil should not now be 
used. A. W. Frankland 


692. Relief of Asthma by Means of Low Melting Point 
Suppositories 

S. D. Lockey, J. H. HENKEL, and L. C. MCALLISTER. 
Annals of Allergy {Ann. Allergy] 6, 672-674 and 749, 
Nov.—Dec., 1948. 5 refs. 
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Cardiovascular Disorders 


693. Cardiocirculatory Disturbances during Intra- 
thoracic Surgery 

C. L. Burstein, T. L. Piazza, L. A. Kapp, and E. A. 
ROVENSTINE. Surgery [Surgery] 25, 36-46, Jan., 1949. 
8 figs., 8 refs. 


The development of chest surgery has led to the 
recognition of numerous reflex reactions to intrathoracic 
manipulation. Efforts have been made to reduce the 
incidence of these by the intravenous injection of pro- 
caine, which abolishes certain arrhythmias, and by vagal 
block. The authors describe the reflex disturbances 
observed during a variety of intrathoracic operations, as 
demonstrated by blood pressure and electrocardiographic 
records. 

Manipulation of the pericardium caused marked 
changes of cardiac rhythm—particularly from ventri- 
cular premature beats, often of multifocal origin—and 
incision of the pleura also produced a variety of rhythm 
disturbances. Interference with the vagus nerve at the 
hilum of the lung resulted in bradycardia in some cases, 
and dissection of the vagus was accompanied in one case 
by a profound fall in blood pressure followed by a rise 
to well above the initial level. These reactions occurred 
in spite of procaine injections into the vagus and into the 
pulmonary plexus. Rib scraping and intercostal-nerve 
stimulation also induced reflex rhythm changes. The 
effects of changes of position were also of great import- 
ance; turning a patient on to the healthy side, even before 
the pleura was opened, resulted in a fall in blood pressure 
from 140 to 80 mm. Hg. Such procedures were even 
more deleterious when combined with the application of 
a chest elevator, which adds to the mechanical con- 
striction of the chest contents, so that a “ tamponade ”’ 
effect may be produced. 

The authors recommend that patients should be placed 
in the correct operative position from the outset, 
anaesthesia and other preliminary procedures being 
carried out with the patient in that position. Local 
infiltration of sensitive areas with procaine is also 
recommended. J. McMichael 


ELECTROCARDIOGRAPHY 


694. Can the Longitudinal Anatomical Axis of the 
Ventricles be Estimated from the Electrocardiogram ? 

A. Hyman, R. B. FAILey, and R. ASHMAN. American 
Heart Journal [Amer. Heart J.] 36, 906-910, Dec., 1948. 
6 refs. 


Independent estimation of the direction of the longi- 
tudinal anatomical axis of the heart from the orthodiagram 
and from the QRS complex of the electrocardiogram in 
45 normal subjects showed that in a large majority 
electrocardiographic determination gave a _ correct 
indication. Statistical evaluation of the figures showed 


that in a comparable series of persons it should be 
possible to estimate A from the electrocardiogram alone 
with an error of less than 15 degrees in 99%, assuming 
that the axis as determined from the orthodiagram is the 
correct one. A. Schott 


695. Evaluation of the Precordial Leads of the Electro- 
cardiogram in Obesity 

H. L. Jarre, E. Corpay, and A. M. MASTER. American 
Heart Journal [Amer. Heart J.) 36, 911-922, Dec., 1948. 
5 figs., 18 refs. 


In 34 obese women without any evidence of structural 
heart disease electrocardiograms were recorded with the 
patient sitting and the 3 standard leads and the pre- 
cordial leads CF;.,. In 12, the CR, CL, V, and aV 
leads were also used. When the tracings showed varia- 
tions from normal they were repeated with the patient 
recumbent and during inspiration and expiration. It 
was found that the T waves in the V leads were greatly 
reduced in amplitude and that, therefore, the influence of 
the potentials of the left arm and left leg may be great 
enough to result in a further lowering or in inversion of 
the T waves in CF and CL leads. In these leads inversion 
of T was found in positions 2 and 3 in 20%, and in position 
4, 5, and 6 in 10 to 15% of the series; it was not found 
in leads V>_,. In obese subjects inversion of T in CF 
and CL leads cannot be considered abnormal and is 
attributable to the influence of potentials of the 
** indifferent ’’ electrode. The employment of V leads 
in such cases is preferable. Owing to the normal in- 
version of T in lead aVr, CR leads may show distortion 
of T in the direction of normality which tends to mask 
pathological alterations of the T waves in cases of 
myocardial disease. A. Schott 


696. The Electrocardiographic Response to Changes of 
Posture During Respiratory Arrest Following Deep 
Inspiration or Expiration: Clinical Significance 

A. LetmporFrer. Annals of Internal Medicine [{Ann. 
intern. Med.} 29, 1043-1055, Dec., 1948. 6 figs., 19 refs. 


In order to investigate the diagnostic significance of 
changes in the electrocardiogram resulting from the 
simultaneous effect of changes in posture and certain 
respiratory phases, tracings were taken with the patient 
in the recumbent position, after 15 minutes’ standing, 
and again in the recumbent position: (a) during normal 
respiration; (6) during respiratory standstill after 
maximal inspiration; (c) after maximal expiration. 
Subjects examined included 65 healthy persons and 
116 patients with cardiac disease (valvular disease 20, 
coronary disease 32, myocardial disease 45, essential 
hypertension 10, renal hypertension 5, and hyperthyroid- 
ism 4). Significant changes were found only in the erect 
posture after maximal expiration. In the normal 
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subjects the T waves in leads I and II and in chest 
leads were higher in these circumstances. In 80% 
of those patients with cardiac disease in whom the 
T waves were normally upright they became isoelectric 
or slightly inverted in lead I or II, or both, or in the chest 
leads. In about 60% of those cases in which the final 
deflection was already pathological in the recumbent 
_posture the abnormality became more marked. Experi- 
ments on 22 dogs (under “ nembutal ”’ anaesthesia) on 
the effect of tilting by 90 degrees (head upwards) on the 
electrocardiogram in the 3 standard leads showed no 
significant changes except under very deep anaesthesia. 
Clamping of one or both carotid sinuses, bilateral 
vagotomy, and intravenous injection of histamine or 
atropine also had no effect on the records. Nitrites had 
no effect except in one experiment when 33 mg. per kilo 
body weight was given; this resulted in a marked fall in 
blood pressure and, on tilting, in ventricular fibrillation. 
In another experiment injection of 0-6 ml. of aconite 
caused bradycardia and an abnormal QRS pattern in the 
recumbent position; these changes became more pro- 
nounced on tilting and proved fatal within a few minutes. 
The changes observed in man are attributed to cardiac, 
and not to extracardiac, factors. It is concluded that 
this method is useful as a test to detect latent myocardial 
disease. [The claim that the experimental work seems 
to support the clinical observations is far from 
convincing. ] A. Schott 


697. The Electrocardiogram of Hyperthyroid Patients 
without Evidence of Heart Disease: The Ventricular 
Gradient : 

A. L. Hyman and R. B. Fattey. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 217, 79-85, 
Jan., 1949. 3 figs., 17 refs. 


To evaluate the significance of the high T wave often 
found in thyrotoxicosis the effect of Wilson’s ventricular 
gradient was studied in 19 thyrotoxic patients with no 
clinical evidence of myocardial disease, and in 11 control 
subjects given 6 gr. (0-39 g.) desiccated thyroid daily. 
The ventricular gradient is obtained from the magnitude 
and direction of the manifest net area of the QRST 
complex and represents the electrical effect, as projected 
on the frontal plane, produced by differences in the time- 
course of repolarization in the ventricles. In these 
patients the authors found that the ventricular gradients, 
and hence the T waves, were larger than in normal 
persons with comparable heart rates. The finding of 
deviation of the gradient to the right suggested a moderate 
degree of myocardial fatigue but, since the Q-T intervals 
were not prolonged, myocardial ischaemia was evidently 
not the reason for this. The control series also showed 
increase of gradient and T waves, although gradient 
deviation did not appear. The relative increase in 
gradient magnitude could be correlated with heart rate 
in both groups, but not with basal metabolic rate. 
Treatment by operation or thiouracil in the case of 
thyrotoxic patients, and discontinuation of thyroid 
medication in the normal controls, caused the cardio- 
graphic changes to revert to normal. 

J. L. Lovibond 
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698. Intraventricular Spread of Impulse with Unipolar 
Derivation of the Electrocardiogram from the Anterior and 
Posterior Heart Wall. (Die intraventrikulare Reiz- 
ausbreitung bei unipolarer Ableitung des Elektrokardio- 
gramms von der Vorder- und Hinterwand des Herzens) 
H. W. Wionscue. Deutsches Archiv fiir Klinische 
Medizin [Dtsch. Arch. klin. Med.] 193, 680-716, 1948. 
10 figs., bibliography. 


A unipolar oesophageal lead was synchronously 
recorded with one of 2 unipolar precordial electrocardio- 
grams, from the 4th left intercostal space parasternally 
and the apex respectively. In some cases lead II and the 
oesophageal electrocardiograms with the indifferent 
electrode on the right arm were recorded in addition. 
The position of the oesophageal electrode was checked 
radiologically and records were taken with the exploring 
electrodes at various levels from 5 cm. below to 9 cm. 
above the dome of the diaphragm. Thirty normal 
controls (5 with ventricular extrasystoles) and 90 patients 
with various pathological cardiac conditions were 
investigated. The ventricular complex of the normal 
oesophageal electrocardiogram shows 2 negative deflec- 
tions; the first, q,-qe, is interpreted as indicating activa- 
tion of the whole conducting system, the subsequent 
upstroke q»-r as caused by the radial spread from within 
outwards of the excitation, and the second downward 


‘deflection r-s as due to the passing beneath the electrode 


of the excitation wave on the epicardial surface. It is 
thus possible to distinguish between time of conduction 
in the conducting system (mainly of the left ventricle) 
and that of myo-epicardial activation. The effect on the 
oesophageal electrocardiogram of various conditions is 
described in detail; they include changes in the position 
of the heart, valvular lesions, hypertension, bundle- 
branch block, arborization block, myocardial infarction, 
Wolff-Parkinson-White syndrome, ventricular extrasys- 
toles, and myocardial damage with inverted T waves 
in the limb leads. The changes in mitral valvular 
disease were so characteristic and constant that they are 
considered to be of diagnostic importance. The findings 
in cases of bundle-branch block were in accordance with 
the new terminology. The oesophageal lead was helpful 
in establishing the diagnosis of infarction in the posterior 
wall and, to a certain extent, in locating the site of origin 
of ventricular extrasystoles. The method is considered 
to be a valuable addition to the taking of limb and pre- 
cordial leads. [Changes in the auricular complex of 
the unipolar oesophageal electrocardiogram were dis- 
cussed in a previous paper by the author (Dtsch. Arch. 
klin. Med., 1945, 192, 304.)] A. Schott 


699. The Electrocardiogram in Hunger Ocdema. 
(Das Elektrokardiogram beim Hungerédem) 

P. Eccers. Klinische Wochenschrift (Klin. Wschr.] 27, 
6-12, Jan. 1, 1949. 50 refs. 


Among 170 cases of hunger oedema, in 54 of which 
there were cardiac complications, no consistent electro- 
cardiographic abnormalities were found. In the group 
of 116 patients without complications (87 men, 29 women) 
sinus bradycardia (pulse rate less then 60) was found in 
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78, low voltage in 14, lengthening of the P-Q interval 
in 6, and slight flattening of T waves in 8. In the group 
with cardiac complications sinus bradycardia was found 
in 35 and low voltage in 8 cases. As an accidental 
finding, a dome-shaped transition of R into the S-T 
interval with slight elevation of the R-T junction was 
recorded in 70 of the 116 uncomplicated cases, and in 
14 of the 54 cases with cardiac complications. It is 
concluded that this electrocardiographic feature does not 
indicate a pathological condition. [This abnormality 
of the RST complex has been described as a result of 
aneurin deficiency.] A. Schott 


700. Unipolar [Electrocardiographic Leads. Effects 
Produced by Eliminating the Resistors Between the Limb 
Electrodes and the Central Terminal 

J. M. Bryant, F. D. JoHNsTON, and F. N. WILSON. 
American Heart Journal [Amer. Heart J.] 37, 321-332, 
March, 1949. 14 figs., 8 refs. 


701. New Applications of Chest Lead Diagrams and 
Circumferential Leads in Clinical Cardiology 

B. KiscH. Experimental Médicine and Surgery [Exp. 
Med. Surg. 7, 1-9, Feb., 1949. 7 figs., 8 refs. 


702. Some Supplementary Leads in Clinical Electro- 
cardiography with Special Regard to Electrode Placement, 
Normal Range and Routine Applicability of Certain Chest 
Leads. [In English] 

K. E. Grewin. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 209, 1-463, 1948. 140 figs., bibliography. 


PERICARDIUM 


703. The Aetiology of Constrictive Pericarditis, with 
Special Reference to Tuberculous Pericarditis, together 
with a Note on Polyserositis 

G. W.S. ANDREwsS, G. W. PICKERING, and T. H. SELLors. 
Quarterly Journal of Medicine [Quart. J. Med.| 17, 291- 
321, Oct., 1948. Bibliography. 


The authors describe 11 cases of constrictive peri- 
carditis presenting the usual features. Characteristically, 
ascites and abdominal enlargement preceded oedema of 
the legs, and both were more pronounced than breath- 
lessness; hepatic enlargement and raised venous pressure 
were constant findings and, in the absence of obvious 
abnormal signs in the heart, pointed to the diagnosis. 
Pericardiectomy was performed in 9 cases, and 2 of the 
patients died. In all the patients operated on definite 
symptomatic improvement was observed, but restoration 
of venous pressure to normal was not complete. The 
distinction between constrictive pericarditis and the 
asymptomatic condition of the pericardial cavity on the 
one hand, and cases of chronic pericardial disease with 
gross external adhesions as a sequel to rheumatic 
carditis on the other, is emphasized. 

The main part of the paper is concerned with the nature 
of the acute pericarditis which precedes constrictive 
pericarditis. In this as in previous series neither the 
patient’s history nor the histology of the pericardial scar 
tissue gave clear aetiological evidence. Rheumatism is 


not followed by constrictive pericarditis; myocardial 


‘infarction is not responsible, and uraemic and malignant 


pericarditis are terminal conditions. Constrictive peri- 
carditis must be the result of one of the remaining forms 
of acute pericarditis—tuberculous, septic, or pericarditis 
due to some unascertained cause. All such cases of 
acute pericarditis were therefore followed up. 

A study of 18 cases of acute tuberculous pericarditis 
was made. In 14 cases pericarditis was part of a 
tuberculous polyserositis, and in 4 no other serous cavity 
appeared to be infected. These 4 cases are important, 
sincé constitutional symptoms were slight and the onset 
was so insidious in 2 cases that the infection might have 
been overlooked. Cardiac tamponade from pericardial 
effusion passed gradually into constrictive pericarditis 
without any return of venous pressure to normal. So far 
as the pericarditis was concerned, the course was similar 
in 16 cases of tuberculous polyserositis (2 without 
pericarditis), but 11 of these patients died in an average 
time of 31 months. Pulmonary tuberculosis, usually of 
the primary type, was common, other tuberculous lesions 
were frequent, and death was usually due to miliary 
spread. Of the total 18 cases of tuberculous peri- 
carditis, in 16 constrictive pericarditis developed in 3 to 
20 months after the appearance of the original effusion | 
as judged by return of the cardiac shadow to normal size. 
Pericardiectomy was performed in 9 cases, with 3 deaths, 
and the remainder of the patients improved greatly. 
The indications for operation are discussed. Observa- 
tions were also made in 7 cases of acute septic pericarditis; 
5 of these patients died in the acute phase, and in the 
survivors no evidence of constrictive pericarditis was 
found. One patient with acute haemorrhagic pericarditis 
of unknown origin recovered without constrictive peri- 
carditis having developed. 

- The authors conclude that constrictive pericarditis in 
Britain is usually, and perhaps always, due to antecedent 
acute tuberculous pericarditis. J. W. Lichfield 
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704. The Bioassay of Adrenal Corticoids in the Urine 
of Patients with Congestive Heart Failure 

A. E. ParrisH. Journal of Clinical Investigation [J. clin. 
Invest.] 28, 45-49, Jan., 1949. 29 refs. 


Urinary extracts from 10 patients with different types 
of congestive heart failure were assayed in two ways in 
rats which had been subjected to adrenalectomy. In 
one experiment the prolongation of life in rats placed 
on a Salt-free diet was measured; in the. other group of 
experiments the effect of the urinary extract in favouring 
glycogen deposition in the liver was studied. Four of 
the 10 patients had an increase in those corticoids which 
prolong the life of adrenalectomized rats. In the second 
experiment, urine from these 4 patients was pooled, 
and also the urine from the 6 other patients; both extracts 
contained glycogenic corticoids in excess of normal 
amounts. These results might be due to liver damage 
or to adrenal overactivity in response to biological stress, 
and the conservative conclusion is that “‘ it seems more 
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likely that the increase in corticoid excretion represents 
a result rather than the cause of the symptoms seen in 
heart failure ’’. 
[This paper is essentially a preliminary communica- 
tion, and further work is being done on the same lines.] 
D. A. K. Black 


705. Experimental Heart Failure Caused by Central 
Nervous System Depressants and Local Anesthetics . 

A. WOLLENBERGER and O. KRAYER. Journal of Pharm- 
acology and Experimental Therapeutics [J. Pharmacol.} 
94, 439-443, Dec., 1948. 14 refs. 


The effect of the following drugs was studied in dog 
heart-lung preparations: ‘* diphenylhydantoin sodium ”’, 
pentobarbitone soluble, chlorobutanol, propazone 
sodium, trimethadione, paraldehyde, cocaine hydro- 
chloride, tetracaine hydrochloride, and procaine hydro- 
chloride. Each drug was administered by repeated 
intravenous injection until cardiac failure occurred, 
which was always within anhour. The results are shown 
in a table. The competence index taken as the criterion 
of myocardial performance is defined as: 

increase in inflow level — increase in right atrial pressure 
increase in inflow level 


The increase in inflow level was always 50 mm. Cocaine 
and tetracaine had a strong negative inotropic action. 
Diphenylhydantoin and phenobarbitone were, respec- 
tively, one-half and one-third as potent as the two local 
analgesics. Next in order of potency came procaine 
and chlorobutanol, and finally propazone, trimethadione, 
and paraldehyde. These last three compounds have a 
very weak negative inotropic action on the heart. 
Trimethadione in a concentration of 10 millimols per kg. 
was the only drug which slightly increased the heart rate. 
Pentobarbitone and diphenylhydantoin increased the 
coronary flow; the results obtained with the other drugs 
were not significant. The pulmonary arterial pressure 
is definitely increased in heart failure caused by the local 
analgesics and by chlorobutanol. The increase in 
pulmonary arterial pressure is attributed to increased 
resistance in the pulmonary vessels. | Pamela Holton 


706. Reduction in Coronary Flow by Pituitary (Posterior 
Lobe) Extract in Relation to the Action of Nicotine and to 
Smoking 

E. BULBRING, J. H. BuRN, and J. M. WALKER. Quarterly 
Journal of Medicine (Quart. J. Med.] 18, 73-80, Jan., 
1949. 3 figs., 9 refs. 


The object of this investigation was to find the answer 
to two questions: (1) Does the inhalation of tobacco 
smoke cause the liberation of the vasconstrictor principle 
of the posterior-pituitary hormone, in addition to the 

known liberation of the antidiuretic fraction? (2) Is 
’ the amount of pituitary hormone liberated enough to 
cause coronary vasoconstriction ? The following method 
was employed. The coronary blood flow was measured 
in the anaesthetized dog by means of a Morawitz cannula 
and Gaddum’s or Stephenson’s recorder (J. Physiol., 
1948, 107, 162). 

A further series of experiments was also carried 


out on 13 heart-lung preparations. Injection into 
anaesthetized dogs of a small dose of nicotine equivalent, 
according to body weight, to the amount absorbed from 
one or two cigarettes by man, or infusion of a large 
dose (2 mg. of base), resulted in a reduction in the 
coronary blood flow after a preliminary increase. 
The reduction was similar in various respects to that 
produced by infusion of posterior-lobe pituitary extract, 
Quantitatively the threshold dose of pituitary posterior- 
lobe hormone producing a reduction in coronary flow 
in the heart-lung preparation was found to be equivalent 
to that liberated in man by smoking one or two 
cigarettes. A. Schott 


707. Cerebral Embolism following Contusion of the 
Heart 

G. PARSONS-SMITH and D. WILLIAMS. British Medical 
Journal [Brit. med. J.) 1, 10-12, Jan. 1, 1948. 4 figs., 
25 refs. 


The case is described of a boy who sustained severe 
blows on the left chest in a boxing competition. A dull 
ache persisted, and some hours later a sharp pain over 
the praecordium, probably pleuritic in type, was noticed. 
He developed a sensation of deadness in the left leg and 
left arm 2 days later, shortly after which he had a 
generalized convulsion followed by confusion and head- 
ache. 

Or-admission to hospital 5 days after the injury he had 
a left-sided hemiplegia, distant heart sounds, a soft 
systolic murmur over the mitral area, and a basal peri- 
cardial rub. The pulse was irregular and the rate 80. 
An electrocardiogram showed partial sino-auricular 
block and a prolonged and variable P-R interval. An 
electroencephalogram taken on admission gave no 
evidence of focal abnormality, but another taken 8 
days later showed suppression of all waves in the right 


‘parietal region. Some 5 months later there were 


residual signs of the hemiplegia, the heart was not 
enlarged, the heart sounds were normal, and the pulse 
rate was 78, its rhythm being still irregular. The electro- 
encephalogram was less abnormal, records from the 
hemispheres being symmetrical. Electrocardiography 
still showed sino-auricular and auriculo-ventricular block, 
but the P-R interval was shorter than previously and 
varied between 0-18 and 0-22 second. 

The authors suggest that the cerebral infarct was 
caused by the detachment of a mural thrombus, and that 
the possibility of unsuspected cardiac trauma should be 
considered in the differential diagnosis of sudden hemi- 
plegia in childhood. Geoffrey McComas 


708. Effect of Tetraethylammonium on Venous and 
Arterial Pressure in Congestive Heart Failure 

A. S. RELMAN and F. H. Epstein. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 70, 11-14, Jan., 1949. 12 refs. 


In order to study its effect on the blood pressure of 
normal subjects and of patients with congestive heart 
failure, tetraethylammonium chloride was ‘injected 
intravenously over a period of 2 to 4 minutes in doses of 
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2 to 6 mg. per kg. body weight. Venous pressure in an 
antecubital vein was measured directly with the sternal 
angle of the supine patient as reference point. Arterial 
blood pressure was measured with a sphygmomanometer 
and the mean of the systolic and diastolic readings 
recorded. The pulse was counted at the apex for 
30-second periods. 

In 8 patients without cardiovascular disease and with 
normal venous and arterial pressures, administration of 
tetraethylammonium chloride resulted in no change, or 
a slight rise, in venous pressure, no significant change in 
arterial pressure, and an increase in the heart rate 
ranging from 6 to 60. Similar results were obtained 
in 2 cases of compensated cardiac disease without 
hypertension. In 8 patients with congestive heart failure, 
injection of tetraethylammonium chloride caused the 
venous pressure to fall 35 to 80 mm. 5% glucose (mean 
61-9), and the mean arterial pressure to fall 10 to 
46 mm. Hg (mean 24-6). In 5 of these patients there was 
no change in heart rate, in 2 it fell slightly, and in only 
one did tachycardia develop. In 2 patients with con- 
- gestive heart failure, whose response to tetraethylam- 
monium chloride was studied before and after digitalis 
was administered, the fall in venous pressure became 
less as the clinical condition improved, although the 
effect on mean arterial pressure remained substantially 
the same. 

The authors suggest that, because the action of tetra- 
ethylammonium chloride is chiefly on the peripheral 
autonomic ganglia, these results give evidence of the 
existence in congestive failure of an increased autonomic 
vascular tone which contributes to the elevation of venous 
pressure as well as the maintenance of arterial pressure. 

Vera Winterton 


709. The Effect of Digitalis on the Venous Pressure 
P. Woop and J. Pautetr.. British Heart Journal [Brit. 
Heart J.) 11, 83-91, Jan., 1949. 8 figs. 


The effect of digoxin on the venous pressure or right 
auricular pressure was investigated in 4 cases of classical 
congestive heart failure with normal rhythm, and in 
12 cases in which the venous pressure was raised for other 
reasons. These cases included anaemia, thyrotoxicosis, 
acute nephritis, artificial hydraemia, and chronic con- 
strictive pericarditis. The dose of digoxin was 1-5 mg. 
intravenously in all instances. 

In the four examples of congestive heart failure the 
venous pressure or right auricular pressure fell con- 
spicuously within 30 minutes, and the cardiac output, 
when measured, rose. In the 12 patients without con- 
gestive heart failure the right auricular pressure did not 
alter appreciably within 40 minutes. The cardiac output, 
when measured, was either unchanged or fell with the 
pulse rate. A conspicuous pressor effect was demon- 
strated in most cases. It is concluded that intravenous 
digoxin, in doses of 1-5 mg. intravenously, does not 
primarily lower the venous pressure, at least in the type 
of case described. As a corollary, it is suggested that 
the effect of digoxin on the venous pressure in cases of 
congestive heart failure may yet depend upon its direct 
action on the heart.—[Authors’ summary.] 


710. Some Effects of Quinidine Sulfate on the Heart and 

Circulation in Man 

M. I. FERRER, R. M. HARVEY, L. WERKO, D. T. DRESDALE, 

A. COURNAND, and D. W. RICHARDS. American Heart 

ptr [Amer. Heart J.] 36, 816-837, Dec., 1948. 1 fig., 
s. 


The effect of the oral administration of 0-8 g. of 
quinidine sulphate on the heart and circulation was 
studied in 41 subjects, in 20 of whom an extensive 
investigation was carried out by means of right-heart 
catheterization. In 21 cases clinical investigation of the 
blood pressure only was carried out. 

A fall in arterial blood pressure was found in 12 of 
18 normal subjects, and in 5 of these there was no 
change in cardiac output or right ventricular pressure. 
Of 23 patients with cardiovascular disease, a fall in arterial 
blood pressure occurred in 18. The changes in cardiac 
output in these cases were found to depend on the state 
of the circulation. In cases where cardiac output was 
normal no change occurred. Where cardiac output 
was low and the right ventricular pressure high there was 
a change to more normal values. 

The authors suggest tentatively that the fall in arterial 
blood pressure after administration of quinidine is due 
largely to peripheral vasodilatation. Evidence of an 
effect on the heart was also found in the electrocardio- 
graphic changes in both normal and abnormal subjects, 
diminution of the T wave in Leads I and II and pro- 
longation of the Q-T interval being found in most 
subjects. D. Verel 


711. An Experimental Study of Acute Pulmonary 
Arterial Obstruction. with Special Reference to the 
Precordial Electrocardiogram 

J. FiscHER, H. E. Essex, and A. R. BARNES. American 
Heart Journal [Amer. Heart J.| 36, 882-892, Dec., 1948. 
4 figs., 42 refs. 


Acute pulmonary embolism was produced 24 times in 
10 dogs by intravenous injection of a variable number of 
glass beads (3 mm. diameter), rape seeds (1-5 to 2 mm.), 
or sand (1 to 2 mm.). The standard limb and 5 to 9 
unipolar precordial (Goldberger) leads were recorded 
before and 15 to 130 minutes after the production of 
emboli. It is concluded that in the dog the electrocardio- 
gram is only of very limited value in the diagnosis. of 
minor pulmonary embolism. In major embolism 
definite changes are usually found, namely, upward or 
downward displacement of RS-T in leads II and III and 
depression of RS-T in the left precordial, and elevation 
in the right precordial leads. A. Schott 


712. Electrocardiographic Changes during Anthio- 
maline Treatment of Schistosomiasis 

R. M. SuArez, D. SANTIAGO-STEVENSON, and F. 
HERNANDEZ-MORALES. American Heart Journal [Amer. 
Heart J.] 36, 923-933, Dec., 1948. 2 figs., 6 refs. 


In 20 cases of Schistosoma mansoni infection, treated 
with “‘ anthiomaline’’ (antimony salt of lithium thio- 


_ malate), electrocardiograms were taken before treatment, 
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after the second and the tenth injection, a fortnight after 
the last injection, and in some cases 3 months later. 
Treatment consisted of 15 intramuscular injections given 
every other day. The three standard leads and aV and 
V,~¢ leads were recorded. A decrease in the amplitude 
of T waves, which was more pronounced in the chest 
than in the limb leads, was found in 90% of the cases. 
In some cases temporary inversion of T waves in chest 
leads was observed. A lengthening of the Q-T interval 
was found in about 50% though changes in pulse rate 
were absent or negligible. It is concluded that the 
electrocardiographic changes resulting from anthiomaline 
treatment are less pronounced than those observed 
during treatment with tartar emetic and compare 
favourably with those induced by stibophen. 

’ A, Schott 


713. The Maintenance of an Adequate Cardiac Output 
by the Regulation of the Urinary Excretion of Water and 
Sodium Chloride; an Essential Factor in the Genesis of 
Oedema. [In English] 

J. G. G. Borst. Acta Medica Scandinavica [Acta med. 
scand.} 130, 5-71, 1948. 12 figs., bibliography. 


714. Cardiac Myxoma 
S. J. R. Macoun. Thorax [Thorax] 4, 39-43, March, 
1949. 1 fig., 18 refs. 


715. Cardiac Aneurysms. A Mechanical Analysis of 
_ their Formation 

T. E. Lowe and E. R. Love. Australian Journal of 
Experimental Biology and Medical Science {Aust. J. exp. 
Biol. med. Sci.) 27, 497-513, Nov., 1948. 12 figs. 


716. Physiological Studies in Congenital Heart Disease. 
VII. Pulmonary Arterial Hypertension in Congenital 
Heart Disease 

H. E. Griswoip, R. J. Binc, J. C. HANDELSMAN, J. A. 
CAMPBELL, and E. LeBrun. Bulletin of the Johns 
Hopkins Hospital {Bull. Johns Hopk. Hosp.] 84, 76-88, 
Jan., 1949. 25 refs. 


This is a further contribution by the Johns Hopkins 
School of Medicine team of workers to the study of 
haemodynamics in congenital heart disease. It deals 
with the occurrence of arterial pulmonary hypertension 
in a series of cases comprising 8 patients with ventricular 
septal defect, 5 with auricular septal defect, 2 with patent 
ductus arteriosus, 6 with coarctation of the aorta, and 
3 with partial transposition of the great vessels. Direct 
measurement of pressure in the pulmonary artery by 
means of an intracardiac catheter gave mean values 
ranging from 25 to 102 mm. of Hg. There are three 
possible mechanisms which could operate to produce this 
rise in arterial pulmonary pressure: (1) increase in 


pulmonary blood flow exceeding the functional capacity 
of the left auricle; (2) increase in left auricular pressure 
(congenital mitral stenosis was present in one case only, 
as shown at necropsy on a patient with coarctation of the 
aorta); and (3) increase in pulmonary peripheral arterial 
resistance: in 2 illustrative cases there was a large over- 
all right-to-left intracardiac shunt. This increase in 


pulmonary peripheral arterial resistance has been found 
to be due in some cases to functional and in others to 
arteriolosclerotic changes in the pulmonary vessels. 

A. I. Suchett-Kaye 


717. Pure Congenital Pulmonary Stenosis and Idio- 
pathic Congenital Dilatation of the Pulmonary Artery 

D. G. GREENE, E. DE F. BALDwin, J. S. BALDwin, A. 
HIMMELSTEIN, C. E. Row, and A. COURNAND. American 
Journal of Medicine [Amer. J. Med.] 6, 24-40, Jan., 
1949. 17 figs., bibliography. 


_ Pure congenital pulmonary stenosis and idiopathic 
congenital dilatation of the pulmonary artery are so 
termed because of the absence of associated septal 
defects, which rules out abnormal communications 
between the greater and lesser circulation. 

First of all, the authors review cases of both conditions 
published in the last 30 years in which diagnosis has been 
verified at necropsy: the number of cases of pure pul- 
monary stenosis collected from the literature is 68, and 
of pulmonary dilatation 8. This is followed by a detailed 
description of a series of 8 personal cases—4 of pure 
congenital pulmonary stenosis and 4 of pure dilatation 
of the puimonary artery. The authors have established 
diagnostic criteria for both congenital abnormalities of 
the pulmonary artery, and their conclusions are based on 
very thorough clinical and radiological studies, including 
angiocardiography and direct measurement of the pres- 
sure in the right ventricle and pulmonary artery by 
means of intracardiac catheterization. Dilatation of the 
pulmonary artery is present in both conditions, and this 
has been verified by post-mortem examination; the 
differential diagnosis cannot, therefore, be made radio- 
graphically, as the cardiac silhouette is similar in both. 
The presence or absence of murmurs or thrills is of no 
more value. The determination of the pressure in the 
right ventricle and the intensity of the second pul- 
monary sound are important in differentiating pulmonary 
stenosis from dilatation of the pulmonary artery. In 
pure pulmonary stenosis the pulmonary second sound is 
either normal or absent, it is always accentuated, and 
sometimes louder than the aortic second sound in 
dilatation of the pulmonary artery. Of the two 
abnormalities, idiopathic congenital dilatation of the pul- 
monary artery is much the rarer. A. J. Suchett-Kaye 


718. The Syndrome of Pulmonary Stenosis with Patent 
Foramen Ovale 

A. SELZER, W. H. Carnes, C. A. Nose, W. H. Hicamns, 
and R. O. Howmes. American Journal of Medicine 
[Amer. J. Med.] 6, 3-23, Jan., 1949. 5 figs., bibliography. 


A study is made of the syndrome of pulmonary stenosis 
with patent foramen ovale. The authors claim that this 
syndrome should be recognized clinically and that it is a 
definite entity. They describe 2 personal cases and 
give the findings in 27 cases from the literature. 

The clinico-pathological characteristics of the syndrome 
are contrasted with those of pulmonary stenosis without 


septal defects, Fallot’s tetralogy, and Eisenmenger’s — 


complex. The syndrome of pulmonary stenosis with 


Foe 


on 
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patent foramen ovale belongs to the cyanotic group of 
cardiac abnormalities. The cyanosis, due to a right-to- 
left shunt, is usually less severe than in the tetralogy of 
Fallot but more pronounced than in Eisenmenger’s 
syndrome; pulmonary stenosis with closed septa is 
essentially a non-cyanotic disease. Other features of the 
syndrome are polycythaemia, clubbing, systolic murmur 
at the pulmonary area, second pulmonary sound de- 
creased or absent; radiological investigation shows 
dilatation of the pulmonary artery but without hilar 
pulsations; the cardiac shadow is not much enlarged. 
Electrocardiography reveals right ventricular hyper- 
trophy, prominent P waves, and occasionally a pattern 
of right bundle-branch block which is due to hyper- 
trophied myocardium of the right ventricle. Below is 
reproduced the authors’ table summarizing the differential 
diagnosis in various forms of pulmonary stenosis and the 
Eisenmenger complex. 


Pulmonary Stenosis | 


With With Tetralogy | Eisen- 
Closed Patent of Fallot | menger 
Foramen:| Foramen Complex 
Ovale Ovale 
Cyanosis Absent Severe Severe Moderate 
Clubbing .. Absent Marked Marked Moderate 
Polycythaemia Absent Marked Marked Moderate 
Systolic murmurs .. | Pulmon- | Pulmon- | Left Left 
ary area | ary area | sternal sternal 
border border 
Diastolic murmurs Occasion- | Occasion- Occasion- |, Common 
ally pre-| ally pre-| ally pre- 
sent sent sent 


Second pulmonary | Often di-| Often di-| Variable | Loud 
sound minished | minished 
Electrocardiography: 


Right ventricular | Prominent) Prominent, Prominent; Mild 


hypertrophy 
Pwaves .. .. | Tall Tall Often tall | Not re- 
markable 
Radiography: . 
Pulmonary artery | Enlarged | Enlarged | Small Markedly 
enlarged 
Hilar shadows Moderate | Moderate | Small Very large, 
size size pulsating 
Pulmonary conges- | Absent Absent Absent Severe 


tion | 


The main interest of this clinical identification of the 
syndrome of pulmonary stenosis with patent foramen 
ovale lies in the fact that in cases of this cardiac defect 
benefit may be expected from surgical intervention. 

A. I. Suchett-Kaye 


719. Penicillin and Caronamide in Resistant Subacute 
Bacterial Endocarditis 

C. H. STUART-HARRIS, J. COLQUHOUN, and J. W. BROWN. 
Lancet [Lancet] 1, 99-101, Jan. 15, 1949. 2 figs., 9 refs. 


The authors describe 3 cases of subacute bacterial 
endocarditis in which combined treatment with caron- 
amide and penicillin was effective after treatment with 
penicillin alone had been followed by relapse in 2 cases— 
in one on 3 occasions. In 2 of the cases it was shown 
that the level of penicillin in the serum was considerably 
increased by the administration of caronamide and this 
probably was the factor leading to success of combined 
therapy. No serious toxic effects were observed but all 
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the patients complained of nausea, and fever and leuco- 
penia were observed in one; there was some sacral 
oedema in another, suggesting a temporary toxic effect 
on the renal function, though this has generally not been 
found in normal subjects. 

{It would appear that caronamide has a place as 
adjunct to penicillin in specially resistant cases of bacterial 
endocarditis, though as yet there is hardly enough 
evidence to indicate the cases suitable and the number of 
relapses after which it should be used.] 

Maurice Campbell 
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720. The Prognosis in Myocardial Infarction. II. 
Prognosis in Relation to the Electrocardiographic Type and 
to its Evolution. Study of 100 Cases. (La prognosi 
dell’infarto miocardico. II. La prognosi dell’infarto 
miocardico in rapporto al-tipo elettrocardiografico ed. 
alla sua evoluzione. Studio di 100 casi) 

V. Masini and A. MussarFia. Cuore e Circolazione 
[Cuore e Circol.] 32, 253-261, Oct., 1948. 14 refs. 


The authors studied serial electrocardiograms in 100 
cases of myocardial infarction, and attempted to relate 
prognosis to the progressive electrocardiographic changes. 
They conclude that the position of the myocardial infarct 
is of little prognostic significance. Of greater importance 
is the extent, the larger the infarct the worse being the 
prognosis. Associated changes in the electrocardiogram, 
such as low-voltage curves, bundle-branch block and 
arrhythmias, did not materially worsen prognosis. In 
patients who made a good clinical recovery a larger 
proportion of electrocardiograms became normal. 
However, no close relation between clinical progress and 
serial electrocardiographic changes could be conclusively 
demonstrated. E.G. Sita-Lumsden 


Report of the Committee for the Evaluation of 
Anticoagulants in the Treatment of Coronary Thrombosis 
with Myocardial Infarction. (A Progress Report on the 
Statistical Analysis of the First 800 Cases Studied by this 
Committee) 

I. S. Wricut, C. D. MARPLE, and D. F. BECK. American 
Heart Journal [Amer. Heart J.] 36, 801-815, Dec., 1948. 
10 figs., 7 refs. ¥ 


The authors have analysed the records of 800 cases of 
coronary thrombosis treated in 16 hospitals by members 
of a committee set up by the American Heart Associa- 
tion. Of this total, 368 patients were treated con- 
ventionally, the remaining 432 being treated, in addition, 
with anticoagulants along the following lines. Heparin 
was given for the first 48 hours or more if desired. 
Dicoumarol, 200 to 300 mg. daily, was given until the 
prothrombin time was 30 seconds, then 50 to 100 mg. 
daily if the prothrombin time was between 30 and 35 
seconds. When the prothrombin time was 35 seconds 
or longer, dicoumarol was withheld until it had fallen 
to 30 seconds or under, when the drug was again given 
cautiously in 100 mg. doses. Prothrombin time was 
estimated daily by the Link-Shapiro technique or by the 
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Quick method. Treatment was continued for at least 
30 days and preferably for 30 days after the last thrombo- 
embolic episode, unless contraindicated. The cases in 
the two groups were unselected and comparable. Of the 
control group 23%, and of the treated group 30% were 
classified as having severe attacks. 

Mortality in the control group was 24%, and in the 
treated group 15%—a statistically significant difference. 
The lower death rate in the treated group was largely 
due to the lower incidence of thrombo-embolic complica- 
tions, which occurred in 25% of controls and in only 
11% of treated patients; in 5% of the latter group the 
episode occurred before treatment began or within the 
first 3 days of anticoagulant treatment. The death rate 
by age group, the incidence and site of embolism, and 
the complications due to treatment are analysed. 

D. Verel 


722. Dicumarol Therapy of Acute Coronary Thrombosis 
D. B. CARMICHAEL and H. K. OettinG. United States 
Naval Medical Bulletin [Nav. med. Bull., Wash.] 49, 12-28,, 
Jan.—Feb., 1949. 1 fig., 42 refs. 


Dicoumarol therapy was used in 30 cases of acute 
coronary thrombosis; accepted routine treatment was 
given to 43 cases which served as controls. There 
appeared to be no difference in the percentage of cases 
from the two groups requiring digitalis, and the periods 
of rest in bed were comparable; the mortality rate in the 
patients given dicoumarol was 13-3% against 16-3% in 
controls. The usual smaller incidence of thrombo- 
embolic complications in the group treated with the anti- 
coagulant was noted. It would appear that it is safer to 
give digitalis to a patient under anticoagulant control. 
Serious haemorrhage with dicoumarol therapy is 
uncommon, and large doses are recommended during 
the first 48 hours in an endeavour to keep the prothrombin 
concentration well below 30%. Harold Jarvis 


723. Il. Correlation of Electrocardiographic and Patho- 
logic Findings in Large Anterolateral Infarcts 

G. B. Myers, H. A. KLEIN, and T. HIRATZKA. American 
Heart Journal {Amer. Heart J.] 36, 838-881, Dec., 1948. 
17 figs., 24 refs. 


The electrocardiographic findings obtained in the 
standard limb, 6 unipolar chest (Wilson technique), and 
Goldberger augmented unipolar limb leads were corre- 
lated with the pathological findings in 57 cases of in- 
farction of the apical one-third or more of the anterior 
and lateral walls of the left ventricle. [For technique 
and similar correlation in antero-septal infarcts see Myers, 
Klein, and Stofer, Amer. Heart J., 1948, 36, 535.] Thirty 
cases are described in detail. 

In the 57 cases the extent of the infarct was: trans- 
mural through the apical one-third or more of both the 
antero-septal and lateral walls in 24, transmural in the 
antero-septal wall and subendocardial in the lateral wall 
in 14, and confined to the subendocardial one-fourth to 
three-fourths of both the antero-septal and lateral walls 
in 19 cases. Amongst the 38 cases with transmural 


infarction of the apical one-third or more of the antero- 


septal wall of the left ventricle a QS deflection in leads V; 
and/or V, was found in 29. A good correlation between 
a QS deflection in lead V;, or in both V; and Vg, and 
transmural infarction of the apical one-third or more of 
the lateral wall of the left ventricle was obtained in 12 of 
the 24 cases of this group. A satisfactory explanation 
of an abnormal QR (instead of QS) complex could be 
given in most cases on the grounds of the pathological 
findings. Subendocardial infarction was manifested by 
an abnormal QR or very coarsely notched QS complex, 
found in leads V, and V, in 11 out of 19 cases with 
antero-septal, and in leads V; or V; and V, in 27 out of 
33 cases with lateral, location of this lesion. In 17 cases 
an initial upstroke R, rather than Q, was recorded over 
the corresponding areas in spite of the presence of 
subendocardial or transmural infarction. The following 
conditions were found responsible: displacement of the 
transitional zone to the left, left bundle-branch block, 
infarction of the left side of the septum resulting in a 
reversal of the direction of activation of the septum, 
recording of the tracings too early for the myocardial 
changes to have developed to the point of obliterating 
the response to the spread of the impulse, presence of 
preserved islands of normal tissue in patchy infarction, 
and co-existent infarction of the posterior wall. Eleva- 
tion of the RS-T junction with upward convexity of the 
ST segments in cases of transmural infarction indicated 
the presence of injured subepicardial muscle; in serial 


tracings of such cases the usual changes in the T waves ° 


were observed. Recent subendocardial infarction was 
usually associated with similar, but less pronounced, 
changes in the tracings. In 3 cases only slight RS-T 
elevation, upwardly concave RS-T segments, and upright 
T waves were found; these features did not show any 
significant changes in a tracing repeated several days 
later and could be correlated with complete destruction 
of the subjacent myocardium. Similar correlations in 
18 cases of co-existent antero-posterior, and in 19 cases 
of septal, infarction will be the subject of subsequent 
communication. 

[The paper contains a wealth of detail which should 
be studied in the original.} A. Schott 


724. The Oxygen Content of Coronary Venous Blood 
as Affected by Anoxia and Cytochrome C 

J. E. ECKENHOoFF and J. H. HAFKENSCHIEL. American 
Heart Journal [Amer. Heart J.) 36, 893-898, Dec., 1948. 
15 refs. 


It has been suggested that cytochrome C would be of 
value in cardiac ischaemia by enabling the heart to remove 
some of the 75 to 80% unused oxygen present in the 
mixed venous blood of the right ventricle. The authors 
have estimated the coronary venous oxygen content in 
normal and anoxic dogs. Intravenous ingestion of 
cytochrome C in doses varying from 3-8 to 12-5 mg. per 
kg. body weight did not increase the coronary arterio- 
venous oxygen difference or the oxygen uptake of the 
heart-in either group. It was found that increases in 
oxygen uptake by the heart in the anoxic dogs were 
accomplished primarily by increases in the coronary 
blood flow. D. Verel 
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725. Coronary Failure. The Clinical Syndrome of 
Cardiac Pain Intermediate Between Angina Pectoris and 
Acute Myocardial Infarction 

A. S. FREEDBERG, H. L. BLUMGART, P. M. ZOLL, and 
M. J. SCHLESINGER. Journal of the American Medical 
Association [J. Amer. med. Ass.] 138, 107-114, Sept. 11, 
1948. 8 figs., 25 refs. 
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726. Blood-pressure-lowering Action of an Ergot 
Derivative (Dihydroergocornine) in Hypertension. (Uber 
die blutdrucksenkende Wirkung eines Ergot-Derivates 
“ Dihydroergocornin ”’ bei Hypertension) 

H. J. BLUNTSCHLI. Helvetica Medica Acta (Helv. med. 
Acta) 15, 417-423, Nov., 1948. 4 figs., 11 refs. 


Dihydroergocornine differs from the natural ergot 
alkaloids in having a purely sympathicolytic action on 
the blood vessels. Intravenous injection of 0-2 to 
0:4 mg. produced in the great majority of cases of hyper- 
tension a fall in systolic and diastolic pressure. In 
essential hypertension the fall was usually very pronounced 
and the effect lasted for more than 7 hours. It was 
accompanied as a rule by slowing of the heart rate and 
often by dilatation of the peripheral vessels. In certain 
cases of essential hypertension it was found possible, by 
means of repeated injections, to obtain a lowering of 
pressure lasting for days or weeks. In renal hyper- 
tension the results were variable. In certain cases of 
acute or subacute glomerulonephritis pressure was 
reduced, but in chronic nephritis the effect of the drug 
on arterial pressure was negligible or absent. The 
investigation covered 60 cases. 

A. Verniory (Excerpta Medica) 


727. Tonoscillography after Exercise. A New Method 


for Early Diagnosis of Organic Arterial Disease Leading 


to Intermittent Claudication and for Differential Diagnosis 
of Organic and Functional Arterial Diseases with a Special 
Type of Apparatus Adapted to this Purpose. [In English] 
B. Esnup. Acta Medica Scandinavica [Acta med. scand.} 
Suppl. 211, 1-285, 1948. 51 figs., bibliography. 


728. Simultaneous Measurement of Effective Renal 
Blood Flow and Cardiac Output in Resting Normal 
Subjects and Patients with Essential Hypertension 

A. A. Botomey, A. J. Micute, C. Micuie, E. S. BREED, 
G. E. ScHreINER, and H. D. Lauson. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 10-17, Jan., 
1949. 2 figs., 23 refs. 


The effective renal blood flow in normal and hyper- 
tensive subjects was determined from the renal plasma 
clearance of p-aminohippurate or “‘ diodrast ” and from 
the haematocrit reading. At the same time the glomerular 
filtration rate was measured by the renal plasma clearance 
of mannitol, inulin, or sodium thiosulphate. In about 


two-thirds of the cases the effective tubular excretory 
mass was determined from the excretion at high plasma 
concentrations of p-aminohippurate or of “ diodrast ’’. 
Mixed venous blood for oxygen analysis was obtained 
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through a cardiac catheter introduced into the pulmonary 
artery, the right ventricle, or the right auricle. After 30 
minutes the expired air was collected over a period of 
2 minutes, during which time arterial and mixed venous 
blood were withdrawn simultaneously under oil. The 
clinical material consisted of 18 control subjects and 
19 cases of hypertension. The hypertensive group was 
on the average 7:5 years older than the control group 
and contained a higher proportion of women, but in 
other respects (pulse rate, metabolic rate, haematocrit 
value) the two groups were fairly comparable. 

The cardiac output, expressed as litres per minute per 
square metre of body surface area, averaged 4-07 in the 
control group and 3-97 in the hypertensive group. The 
mean arterial pressure was much higher in the patients 
with hypertension and, since the cardiac output was 
about the same in both groups, the average calculated 
total peripheral resistance was correspondingly higher in 
the hypertensive cases. Effective renal blood flow was 
within the normal range in 10, below it in 8, and above 
normal in none of the hypertensive patients. In all but 
one of these cases the value was less than the normal 
mean. The effective renal plasma flow was within the 
normal range in all of the controls, but was below this 
range in 8 of the 19 hypertensive patients. 

The filtration rate was normal in 15 of the controls 
and was below normal in 11 of the hypertensive patients. 
Of the 9 determinations of p-aminohippurate clearance 
made in the control group, 7 fell within the normal 
range, while 5 of the 10 determinations made in the 
hypertensive group fell below this range. Diodrast 
clearance, measured in 5 hypertensives, was within the 
normal range in 4 and below normal in one. The 
filtration fraction (filtration rate/effective plasma flow) 
averaged 0-190 in the control group and 0-221 in the 
hypertensive group. The effective renal fraction (effective 
renal blood flow/cardiac output) was calculated from the 
average effective renal blood flow and from the first 
cardiac output determination in each individual. The 
average was 0-156 in the controls and 0-106 in the 
hypertensive patients. R. B. Lucas 


729. Hypertension as a Reaction Pattern to Stress; 
Summary of Experimental Data on Variations in Blood. 
Pressure and Renal Blood Flow 

S. Wo tr, J. B. Pretrrer, H. S. Ripcey, O. S. WINTER, and 
H. G. Wotrr. Annals of Internal Medicine [Ann. 
intern. Med.} 29, 1056-1076, Dec., 1948. 14 figs., 
39 refs. 


In order to investigate, and clarify the mechanism of, 
the relation between life situation, emotions, blood 
pressure, and renal dynamics, the reactions of 58 patients 
with essential hypertension to threats arising out of 
problems of daily life were studied and results compared 
with those in 42 healthy subjects and 150 with vasomotor 
rhinitis and bronchial asthma. In 21 of the 58 with 
hypertension renal blood flow was determined (effective 
plasma flow by sodium p-aminohippurate, glomerular 
filtration rate by inulin and mannitol). After 2 or 3 
control periods in which these examinations were carried 
out in as neutral an environment as possible, topics 
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associated with significant personal conflicts were 
abruptly introduced for 30 to 40 minutes; subsequently 
the subjects were reassured and encouraged to relax 
during the remaining period of the experiment. Six of 
the hypertensive patients were examined in this way 
before and at varying intervals after lumbo-dorsal 
sympathectomy. It was found that patients with hyper- 
tension meet threats to their security by an attitude of 
restrained aggression and have a vascular reaction 
resulting in rise in blood pressure and renal vasocon- 
striction in which afferent and efferent arterioles are 
involved. After thoraco-lumbar sympathectomy blood 
pressure still rises as a result of situational threats, but 
renal vasoconstriction is confined to afferent arterioles. 
The response of blood pressure in relation to the patient’s 
attitude to conflicts and the effect upon blood pressure 
and renal blood flow of sedation with sodium “* amytal ” 
are discussed. The difference in the general attitude, 
reaction patterns, and behaviour between hypertensive 
patients and patients with bronchial asthma is described 
in some detail. It is suggested that hypertension 
may represent an atavistic protective reaction of mobiliza- 
tion which in days gone by might have been appropriate 
to meet threats to security, but which “* becomes harmful 
and leads to illness when this essentially emergency 
pattern is adopted as a way of life’’. A. Schott 


730. Effect of Tetraethylammonium in Arterial Hyper- 
tension 

A. R. Frisk, S, HAMMARSTROM, H. LAGERLOF, L. WERKO, 
G. BJORKENHEIM, A. HOLMGREN, and Y. LARSSON. 
American Journal of Medicine {[Amer. J. Med.| 5, 807-814, 
Dec., 1948. 1 fig., 17 refs. 


The effect of a tetraethylammonium (TEA) salt on the 
blood pressure was determined in 71 hypertensive 
patients. The dose was 5 mg. per kilo body weight, 
given intravenously. The fall in systolic and diastolic 
blood pressure in relatively young hypertensive subjects 
approximated closely to the fall resulting from rest and 
sleep. In older hypertensives with arteriosclerosis the 
fall in systolic pressure was greater than that obtained by 
basal conditions, but the diastolic pressure did not fall 

. proportionately. The pulse rate quickened considerably 
in the younger group, but was altered but little in older 
subjects. The authors consider that the effect of TEA 
may be helpful in selecting cases suitable for lumbo- 
dorsal sympathectomy if more attention is paid to changes 
in diastolic pressure and pulse rate and interpretation is 
in accordance with the data given above. [No practical 
evidence is offered to support this plea.] 

The effect of TEA on the cardiac output and on the 
pressures in the lesser circulation was studied in 3 young 
hypertensive patients. The right ventricular pressure fell 
conspicuously, and the cardiac output slightly, in each 
case. Paul Wood 


731. ‘Hypertension Following Renal Infarction 
J. WAINWRIGHT. Lancet [Lancet] 1, 62-63, Jan. 8, 1949. 
1 fig., 6 refs. 


See also Section Endocrinology, Abstract 838. 


CARDIOVASCULAR DISORDERS 


BLOOD VESSELS 


732. Pathogenesis of So-called Diffuse Vascular or 
Collagen Disease 

K. YARDUMIAN and J. KLEINERMAN. Archives of Internal 
Medicine [Arch. intern. Med.] 83, 1-26, Jan., 1949, 
11 figs., 26 refs. ‘ 


Five cases are described with clinical, chemical, and 
post-mortem data—one each of lupus erythematosus, 
rheumatoid arthritis, polyarteritis nodosa, generalized 
visceral thrombo-angiitis obliterans, and sclerodermia, 
The vascular lesions are considered as examples of 
“* accelerated ageing ’’, the primary affection being of the 
small arterioles and capillaries. The varied histological 
pictures are said to be dependent “* on the type, intensity, 
and constancy of noxious agents and the individual 
healing response”. The authors maintain that the 
appearances they describe are common to the group. 

A. C. Lendrum 


733. Polyarteritis Nodosa: Pathological and Clinical 
Features, with a Report on Seven Cases 

G. SELzER and M. Horwitz. South African Medical 
Journal [S. Afr. med. J.] 23, 8-19, Jan. 1, 1949. 16 figs., 
22 refs. 


Polyarteritis nodosa most commonly .resembles an 
acute, subacute, or chronic infective process with 
malaise, asthenia, anorexia, pyrexia, tachycardia, 
anaemia, leucocytosis, and loss of weight. To these 
constitutional symptoms are often added hypertension, 
albuminuria, haematuria, and other signs of renal 
involvement. Occasionally there is no _ pyrexia. 
Neuritis, polymyositis, infarctions of internal organs 
(including the liver), respiratory manifestations, peri- 
carditis, myocardial involvement, and arthritis are not 
uncommon. Subcutaneous nodules, due to aneurysm 
or massive cellular infiltration of the walls of subcutaneous 
arteries, occur in about 16% of cases. With increasing 
recognition of the disease, milder cases are being diag- 
nosed more frequently by muscle biopsy, and it is now 
known that spontaneous recovery is not so rare as was 
thought. 

Of the 7 cases here presented, diagnosis was made 
during life in 4. Of these, 2 had typical clinical features 
and the diagnosis was confirmed by muscle biopsy. 
One patient was admitted to hospital with acute chole- 
cystitis, and the diagnosis of polyarteritis nodosa was 
made on microscopical study of the gall-bladder. The 
fourth patient had multiple arterial occlusions on 
admission. 

As it is now generally accepted that the underlying 
mechanism in both polyarteritis nodosa and glomerulo- 
nephritis is allergic, it is not surprising to find the two 
frequently associated, the latter being a similar but less 
acute and widespread vascular reaction. Similarly, in 
some cases of rheumatic fever the vascular lesions may 
resemble very closely those of polyarteritis nodosa, 
suggesting the possibility of a common underlying 
mechanism in the pathogenesis of these three conditions. 

T. Semple 
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Disorders of the Blood 


734. Blood and Bone Marrow in Infective Subacute 
and Chronic Atrophy of the Liver 

E. MEULENGRACHT and H. GorMseENn. Blood [Blood] 3, 
1416-1425, Dec., 1948. 6 figs., 21 refs. 


The authors have carried out haematological studies 
in cases of the severe type of subacute and chronic 
hepatitis, which is now occurring in Denmark and 
almost exclusively affects women aged 40 to 70. In most 
cases there was some degree of anaemia, although the 
haemoglobin level was never less than 50%. The colour 
index varied from 0-8 to 1-36, with a mean of 1-1—the 
normal value by the methods employed. Measurements 
of erythrocytes in their own serum revealed an increase 
in the mean cell diameter in more than half the cases. 
The mean cell diameter showed no correlation with 
icteric index, degree of anaemia, or colour index, and the 
increase was thought to be due to changes in the plasma, 
possibly the presence of bile salts or abnormal plasma 
proteins. Leucocyte counts were less than 4,000 per 
c.mm. in half the cases. Erythroblastosis tended to 
develop in the bone marrow, but no megaloblastic changes 
were seen. Leucocyte precursors were normal, but there 
appeared to be an increase in plasma cells in some cases. 

C. Reynell 


735. Familial Incidence of Optic Atrophy and the 
Pelger Nuclear Anomaly of Leucocytes. (Gehaiiftes 
familiares Vorkommen von Opticusatrophie und Pelger- 
scher Kernanomalie) 

T. WEGMANN. Schweizerische Medizinische Wochen- 
schrifi (Schweiz. med. Wschr.] 78, 996-998, Oct. 9, 1948. 
1 fig., 25 refs. 


A sibship is described, containing 3 cases of congenital 
optic atrophy with narrow retinal vessels and pigmenta- 
tion anomalies of the retina. One of the patients 
suffered from the Pelger-Huét anomaly, which was pre- 
sent in 2 other siblings, the mother, and a brother of the 
mother. Both traits showed independence. The domi- 
nant anomaly of the leucocytes was present in hetero- 
zygotes. These persons did not show the symptoms 


’ found by Nachtsheim in homozygotic rabbits: low 


vitality, microphthalmus, phocomelia, and other bone 
anomalies, although many of their relatives suffered from 
non-hereditary bone diseases. The pedigree contains 
many members who had suffered from tuberculosis.of the 
lungs and the eyes, or who were affected with other 
stigmata of degeneration (such as otosclerosis, eye 
anomalies, or feeblemindedness). The author discusses 
the question whether the course of the tuberculosis is 
determined by heredity and possibly also by the anomaly 
of the leucocytes. Of 2 siblings who were infected 
simultaneously, the one with the Pelger anomaly died, 
whereas the other who had no such anomaly recovered. 
[The author’s argument is, however, unconvincing, as 


both the pedigree and various statements in the article 
indicate that both siblings suffered from the Pelger 
anomaly.]} P. J. Waardenburg (Excerpta Medica) 


736. Contribution to the Study of Leukergy. (Con- 
tributo allo studio della proprieta leucocitoordinativa 
in campo fisiologico e patologico) 

V. GALLO. Archivio ‘“‘ E. Maragliano” di Patologia e 
Clinica [Arch. “* E. Maragliano”’ Pat. Clin.] 3, 100-108, 
Jan.—Feb., 1948. 1 ref. 


If leukergy (proprieta leucocitoordinativa) occurs in the 
circulating blood it should be demonstrable in smears. 
The author made a series of blood films by means of a 
spreader with a serrated edge, and in each of the narrow 
tongues thus formed determined the percentage of 
neutrophils. In normal subjects the results could be 
described by the ordinary binomial distribution, but with 
blood taken from patients suffering from infective 
hepatitis the binomial distribution was not satisfactory. 
Further analysis showed that the discrepancies could be 
explained on the hypothesis that cells of one kind tended 
to group themselves together. G. Discombe 


737. The Fate of Transfused Granulocytes. (Destin 
des granulocytes transfusés) 
B. Dreyrus. Sang [Sang] 19, 570-574, 1948. 


Transfusions of blood from a case of myeloid leukaemia 
were given to 2 patients—one with haemocytoblastic 
leukaemia, the other with the lymphoblastic form. The 


transfused leucocytes had disappeared from the circula- 


tion in 15 minutes in one case, and in 30 minutes in the 
other; during this time, degenerate and partially lysed 
forms could be seen in the circulation. It is therefore 
assumed that any increase in the leucocyte count or 
change in the composition of the leucocyte picture after 
transfusion is to be regarded as the result of a vital 
reaction and not of simple substitution. A. Piney 


738. Folic Acid in the Treatment of Agranulocytosis ; 
J. H. Waetscu. Lancet [Lancet] 2, 888-891, Dec. 4, 
1948. 3 figs., 9 refs. 


Five cases of agranulocytosis attributed to drugs are 
described. The drugs incriminated were respectively: 
(1) neoarsphenamine, amidopyrine, and sulphathiazole; 
(2) sulphathiazole; (3) methylthiouracil; (4) amido- 
pyrine; and (5) sulphathiazole. The first 2 cases ran a 
somewhat protracted course and were treated with | 
penicillin, ‘‘ pentnucleotide”’, pyridoxine, ascorbic acid, 
repeated small blood transfusions, and latterly with folic 
acid. In each case haematological recovery began soon 
after folic-acid therapy was started, but, since in each 
case the pyrexia had already begun to remit before folic 
acid was given, the author suggests that the recovery was 
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spontaneous rather than due to the folic acid. [The 
question of possible significance of the other therapeutic 
agents is dismissed somewhat summarily.] The other 
3 cases were of short duration and patients recovered 
after 2 to 3 days. Penicillin and repeated small trans- 
fusions were given in one case, and the same treatment 
together with pentnucleotide in another, but no thera- 
peutic agents were given in the last case. L.J. Davis 


739. Sternal Marrow Megakaryocytes in Health and 
Disease 


P. PizzoLcato. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 891-897, Nov., 1948. 31 refs. 


In this paper methods for enumerating megakaryocytes 
in bone marrow are reviewed. Results vary widely with 
different techniques. The present author prefers to count 
a 1 in 10 dilution of oxalated marrow juice in 5% acetic 
acid in a Fuchs—Rosenthal chamber. 

Douglas H. Collins 


740. Estimation of Megakaryocyte Content of Aspirated 
Sternal Marrow 

L. BERMAN, A. R. AXELROD, and E. S. KUMKE. Ameri- 
can Journal of Clinical Pathology [Amer. J. clin. Path.) 18, 
898-905, Nov., 1948. 3 figs., 35 refs. 


These authors believe that neither smear nor counting- 
chamber methods yield reliable results, since aspirated 
marrow is unavoidably diluted with blood and the 
distribution of megakaryocytes, both in smears and in 
the tissue, may be irregular. For the quantitative study 
of megakaryocytes, sections of aspirated marrow particles 
must be used, and suitable control cases must be studied 
by identical methods. Douglas H. Collins 


741. Chemical, Clinical, and Immunological Studies on 
the Products of Human Plasma Fractionation. XXXVII. 
_ The Metal-combining Globulin of Human Plasma 

D. M. SurRGENoR, B. A. KOECHLIN, and L. E. STRONG. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
73-78, Jan., 1949. 2 figs., 21 refs. 


This contribution to the series of papers on plasma- 
protein chemical fractionation from the Physical 
Chemistry Department, Harvard Medical School, refers 
to the crystallized 8,-metal-combining globulin prepared 
—like Fraction IV-7, of which it forms 76%—from 
Fraction IV-4 from blood collected by the American 
Red Cross, by chemical methods described in previous 
papers in this series. Electrophoretic analyses were made 
in 0-1 ionic strength sodium diethyl barbiturate buffer 
at pH 8-6. Assays for metal-combining activity were 
made by the spectrophotometric determination of the 
coloured iron-protein complex. Electrophoretically the 
metal-combining protein is a £,-globulin, being about 
3% of the total plasma f-globulins; in its solubility, its 
stability under various conditions of pH, ethanol con- 
centration, and temperature it resembles the albumins 
more than most of the other globulins. Its isoelectric 
point is near pH 5-9, the sedimentation constant is 
Seo, w=5-0, and molecular weight 90,000. It contains 


little if any lipid, 1-8% carbohydrate, and 14-7% nitrogen, 
which reflects the presence of carbohydrate in the 
molecule. Solutions of the complex formed between the 
crystallized globulin and iron are salmon pink in colour, 
and spectrophotometrically show a broad absorption 
band maximal at a wave-length of 475 my. Neither 
iron-free globulin nor iron alone absorbed light at this 
wave-length in the concentration used; in the Tiselius 
apparatus the colour moved coincidently with the peak 
of the protein Schlieren diagram. The reaction between 
iron and the proteins depended on pH; “ at neutral pH, 
above pH the colour was maximal ’’; below pH 5-0 
the iron could be dialysed from solution. The crystal- 
lized globulin bound 1-25 jg. iron per mg. protein, corre- 
sponding to 2 atoms of iron per molecule of protein of 
molecular weight 90,000. The iron in the complex is in 
the ferric state and the complex is ionic, not covalent. 
Normal plasma contains 2-4 g. per litre of metal- 
combining globulin capable of binding a total of about 
3 mg. iron per litre. The reactions of the protein with 
copper, which in most respects resemble those with iron, 
are described; at neutral pH the protein has a greater 
affinity for iron. Studied by the absorption of light, no 
other metal combined with the proteins, though such a 
method does not preclude some sort of combination. 
Fraction IV-7 differed only quantitatively from the 
crystallized protein; the impurities were mainly albumin 
and «,-globulin. Walter H. H. Merivale 


742. Chemical, Clinical, and Immunological Studies on 
the Products of Human Plasma Fractionation. XXXVIII. 
Serum Iron Transport. Measurement of Iron-binding 
Capacity of Serum in Man 

C. E. Ratu and C. A. Fincu. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 79-85, Jan., 1949. 3 
figs., 15 refs. 


A detailed account is given of 2 method for measuring 
the iron-combining power of the serum. Briefly, a 
standard solution of iron is added to serum in increments 
of 50 yg. per 100 ml. serum, and the light absorption 
measured at a wave-length of 525 my after each addition; 
at the point of saturation there is a sharp break in the 
colour curve. In 30 normal patients there was no 
difference between the sexes, the serum iron concentra- 
tion averaging 100 iron-binding capacity 200 
total capacity 300 yg. per 100 ml. serum; circulating iron- 
binding protein was 34% saturated with iron. In cases 
of iron deficiency the level of serum iron was lowered, 
the unsaturated iron-binding capacity and total carrying 
capacity of serum being raised above normal; in cases of 
infection the serum iron content was reduced, as were 
iron-binding and total capacity. Saturation was below 
10% in 8 out of 10 cases of iron deficiency, and above 10% 
in 10 cases of infection. Generally in patients with iron 


deficiency also suffering from carcinoma or other — 


debilitating disease, saturation was about 10%, but total 
capacity was not increased. In diseases producing 
debility and a reduced plasma protein level the iron- 
carrying capacity was diminished. In 10 normal preg- 
nant women readings were normal during the first, 
second, or third trimester of pregnancy. A high serum 
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iron level and high percentage saturation of iron-binding 
protein were found in refractory anaemia, pernicious 
anaemia, haemochromatosis, transfusion siderosis, and 
liver disease. Injections of 2-5 to 5 g. of Fraction IV-7 
processed from human plasma were made in 22 individuals 
over 15 to 30 minutes. Injections were repeated in 2 
patients after 2 weeks without reaction. Generally 
there was a slight rise in the level of serum iron in the 
first 4 to 6 hours, but the maximum rise—up to 115 jug. per 
100 ml. plasma [sic]—occurred after 12 to 24 hours, 
falling in the next 2 to 6 days unless the patient had 
haemosiderosis or haemochromatosis, in which case 
the elevation was maintained over a longer period. A 
second injection of globulin did not cause a rise in serum 
iron level except in cases of iron excess. The significance 
of these results is discussed. | Walter H. H. Merivale 


743. Chemical, Clinical, and Immunological Studies on 
the Products of Human Plasma Fractionation. XXXIX. 
The Anemia of Infection. Studies on the Iron-binding 
Capacity of Serums 

G. E. CARTWRIGHT and M. M. WINntTROBE. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 86-98, Jan., 
1949. 16 figs., 17 refs. 


This is a report from Utah University Medical School 
on the iron-binding capacity of the serum in 15 normal 
males and 15 normal females, in 13 patients with chronic 
infections, and in 6 with iron-deficiency anaemia. 
Detailed technical instructions are given for measuring 
the unsaturated iron-binding capacity (U.I.B.C.); the 
total iron-binding capacity (T.I.B.C.) is calculated by 
adding the U.I.B.C. to the figures for serum iron con- 
centration, and the percentage saturation is calculated 
by dividing the figures for serum iron by T.I.B.C. To 
ensure that the in vitro estimation of T.I.B.C. is a true 
measure of the ability of the serum to combine with iron 
in vivo, an amount of iron calculated to exceed the 
determined T.1.B.C. was injected intravenously into each 
of 8 individuals. In each case the serum was completely 
saturated with iron, and the measured amount of serum 
iron corresponded, within the limits of error, with the 
previously calculated T.I.B.C. Iron was repeatedly 
injected into 5 patients at 5-minute intervals. After 
reaching complete saturation the loss of additional iron 
from the serum within 5 minutes was approximately 
100%. Repeated injections of iron failed to raise the 
serum iron level above the T.I1.B.C. If amounts in- 
sufficient to reach saturation limit were given, only 50 
to 80% was retained, and some may have escaped into 
the tissues. Toxic reactions were observed only when 
the T.I.B.C. was exceeded. In the normal subjects the 
mean T.I.B.C. for the whole group was 359 +-30°8 yg. per 
100 ml., with a range of 306 to 429 ug. per 100 ml. 
Females had higher values than males: 35+6-4% of 
T.I.B.C. was saturated. In all the patients with chronic 
infections the T.I.B.C. and serum iron levels were below 
normal, the fall in the serum iron level being pro- 


’ portionately greater than that of T.I.B.C.; the percentage _ 
Saturation was between 7 and 26% in all but 2 patients 


in whom the decrease in serum iron content paralleled 
that of T.I.B.C., so that the percentage saturation was 


M—O 


_ less than 10. 


‘had returned to normal. 


within the normal limits of 26 to 49. In the patients 
with iron-deficiency anaemia the T.1.B.C. was more than 
450 yg. per 100 ml., the serum iron concentration was 
very low, and in all cases the percentage saturation was 
In 6 patients recovering from infections 
the T.I.B.C. and serum iron level rose after success- 
ful treatment, and anaemia, when present, disappeared. 
The percentage saturation did not change greatly. In 
2 patients with chronic infections intravenous injections 
of metal-combining globulin raised the T.I.B.C. to 
normal. The rate of disappearance of iron from the 
serum was not diminished, and the serum iron returned 
to its former low level in both patients within 7 hours in 
spite of the raised T.I.B.C., which itself returned to its 
previous low level.in 48 hours in one and 96 hours in the 
other patient. Intravenous injection of metal-combining 
globulin with iron did not increase the serum iron content 
in these patients. The T.I.B.C. was measured in 2 bouts 
of hyperpyrexia due to typhoid vaccine, no change occur- 
ring in spite of the development of hypoferraemia. In 
24 hours after the production of an intramuscular staphy- 
lococcal abscess in a dog the serum iron level fell from 
130 to 35 yg. per 100 ml., with a drop in T.I.B.C. reaching 
a maximum at the third day, when the serum iron level 
In 2 other dogs receiving 
repeated injections of turpentine, hypoferraemia and a 
fall in T.I.B.C. occurred within 24 hours, the hypo- 
ferraemia being greater than the decrease in T.I.B.C. 
In each case the maximum decrease in T.I.B.C. followed 
the maximum fall in iron level. The significance of these 
findings in human beings and dogs is correlated and 
discussed. Walter H. H. Merivale 


744. . The Effect of Cobalt on the Oxygen Capacity and 
the Methemoglobin Content of the Blood 

M. C. Buccrero and J. M. Orten. Blood [Blood] 4, 
395-397, April, 1949. 6 refs. 


See also Section Pharmacology mal Therapeutics, 
Abstracts 565, 568. 
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745. Macrocytic Anaemia in Central Africans in Rela- 
tion to Ancylostomiasis and Other Diseases 

H. LEHMANN. Lancet [Lancet] 1, 90-95, Jan. 15, 1949. 
4 figs., 14 refs. 


In Uganda 44 cases of severe anaemia in Africans were 
investigated. In 38 the anaemia was of the iron- 
deficiency type and attributable to hookworm infestation, 
and in 6 of these malaria or bacterial infection was a 
complicating factor. Malaria or bacterial infection was 
also believed to be the main cause of the anaemia in the 
remaining 6 cases in the series. Blood films from some 
of the cases contained macrocytes. These are thought 
to be reticulocytes, which were usually frequent in these 
cases, and not to reflect megaloblastic erythropoiesis. 
Megaloblasts were not found in the bone marrow. 
Removal of the hookworms was necessary for the com- 
plete cure of the anaemia; iron alone resulted in only 
partial remissions. Evidence is presented in support of 
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the view that kwashiorkor is not essentially due to 
dietary defects, but is to a large extent the result of 
parasitic infestation. L. J. Davis 


746. The Sternal Marrow Function, with Special 
Reference to Erythropoiesis, in Pernicious Anaemia. [In 
English] 

H. SCHARTUM-HANSEN. Acta Medica Scandinavica 


[Acta med. scand.] Suppl. 218, 7-276, 1948. Biblio- ~ 


graphy. 


747. The Distribution of Red Blood Cell Diameters in 
Liver Diseases. An Investigation of the Maturation of the 
Erythrocyte. [In English] 

G. LarseN. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 220, 11-223, 1948. 50 figs., bibliography. 


748. On the Occurrence of Bacterial Growth Factors in 
Liver Extracts. [In English] 

G. AGrEN. Acta Physiologica. Scandinavica [Acta 
physiol. scand.] 17, 55-82, 1949. 15 refs. 


See also Section Physiology and Biochemistry, 
Abstracts 494-5. 


749. Haemolytic Disease of the Newborn: Criteria of 
Severity 

P. L. MOLLISON and M. CurtsusH. British Medical 
Journal [Brit. med. J.] 1, 123-130, Jan. 22, 1949. 7 figs., 
27 refs. 


Although haemolytic disease of the newborn can now 
be diagnosed with certainty by means of the direct 
Coombs test, neither this test, nor measurement of the 
level of antibodies in blood, is a reliable prognostic 
guide. This makes it difficult to compare satisfactorily 
different methods of treatment. 

The authors, working at the Postgraduate Medical 
School in London, show that the haemoglobin value 
of cord blood in infants affected with haemolytic disease 
of the newborn is a reliable criterion of severity and 
enables one to make a reasonably accurate prognosis. 
For controls 52 healthy infants were used, 74 affected 
infants providing the material for study. Serological 
tests included the direct and indirect Coombs test, 
titrations in saline and albumin, and Rh-testing against 
potent anti-D serum. In some cases venous pressure 
was measured by passing a plastic catheter into the 
umbilical vein and attaching it to a saline manometer. 

Among 74 cases there were 5 stillbirths, 10 deaths 
within 24 hours of birth, and 7 between the 2nd and 
5th days. Only 2 deaths occurred after this period. Of 
the 50 survivors only one showed evidence of damage to 
the central nervous system. No infant with a haemo- 
globin value of over 14 g. per 100 ml. in cord blood 
died; of 10 with a value of under 8 g. there were but 
2 survivors; 2 deaths occurred in 6 intermediate cases. 
Furthermore 7 infants untreated because the level was 
normal recovered uneventfully. The authors suggest 
that very severe anaemia causes death by heart failure. 
In infants who die 2 to 5 days after birth it has been 
suggested that medullary failure consequent on cerebral 
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damage is responsible; it is probable that kernicterus is 
closely related to the severity of the anaemia. Erythro- 
blastaemia was present in 33 of 49 infants; the 16 without 
this finding were mildly affected. All 33 affected 
infants required treatment and 15 of these died. In 
these latter cases erythroblastaemia was pronounced, 
Although bilirubin levels in cord blood must be cautiously 
interpreted, these values taken together with the haemo- 
globin levels give a better idea of prognosis than does 
either estimated alone. The strength of the direct 
Coombs test was not found to be a reliable index of 
severity of the condition, nor did the amount of free 
antibody in the baby’s serum indicate the degree of 
severity. A predominance of agglutinins in the mother’s 
serum in saline over those in albumin was generally 
associated with the milder forms of the disease; when 
agglutinins were present in albumin the severity of the 
condition bore some relation to their titre. It is now 


believed that the agglutinins in albumin are the more 


important. Venous pressure was considerably raised 
in severely or moderately anaemic infants—evidence of 
cardiac failure. Misleading information may be ob- 
tained from estimations made on venous or capillary 
blood of an affected infant if the placental reflux is 
allowed to take place. The majority of the children 
were treated by exchange transfusion. [This is an 
important and well-illustrated paper, difficult to abstract, 
and should be read in the original by those interested. 
It should be read in conjunction with Med. Res. Coun, 
Memo. No. 19, 1948, ““ The Rh Blood Groups”’, by 
Mollison, Mourant, and Race.] A. T. Macqueen 


750. Results of Therapy of Erythroblastosis with 
Exchange Transfusion 

A. S. WIENER and I. B. WexLer. Blood [Blood] 4, 1-35, 
Jan., 1949, 24 refs. 


Details are given of the technique of exsanguination 
transfusion by infusion into the saphenous vein and 
bleeding from the radial artery; heparin was used to 
prevent clotting. The results in 28 cases thus treated 
by the exchange of 500 ml. of blood are described. Of 
16 infants with erythroblastosis clinically considered to 
be very severe, 9 recovered and 7 died; in 6 moderately 
severe and 6 mild cases all the patients recovered. All 
the survivors developed normally and have shown no 
evidence of damage to liver or brain. It is suggested 
that the most reliable method of forecasting the probable 
severity of the conditioft is by repeated titration of the 
univalent (incomplete) antibodies in the mother’s blood. 

[It is impossible to summarize this paper fully; it 
must be read by all interested in this field.] 

G. Discombe 


751. A Rapid Diagnostic Test for Sickle Cell Anemia 
H. A. Itano-and L. Pautinc. Blood [Blood] 4, 66-68, 
Jan., 1949. 14 refs. 


All methods of demonstrating “ sickling ’’ of erythro- 
cytes depend on the reduction of oxygen tension, for 
which purpose the authors use the reducing agent sodium 
dithionite (Na,S,O,). This salt is not very stable in 
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solution and is too acid to be used unbuffered. A suit- 
able test solution is prepared by mixing 2 volumes 
of 0-114 M_ aqueous sodium dithionite solution 
with 3 volumes of 0-114 M disodium phosphate 
(Na,HPO,) so that the final pH is 6-8. About 0-05 ml. 
of this reagent is mixed with 0-01 ml. of oxalated or 
fresh blood on a slide and the mixture is covered with a 
coverslip and watched under the microscope. Sickling 
appears within a few seconds in positive cases. The 
dithionite solution must be made freshly each day. 
M. C. G. Israéls 


HAEMORRHAGIC DISEASES 


752. Action of Intravenous Injections of Histamine on 
the Blood of Hemophilic Children 

H. N. SANFORD, S. BUTLER, and S. R. KENNEDY. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.} 
76, 609-615, Dec., 1948. 3 figs., 2 refs. 


This work was based on the finding that in adults 
during the treatment of migraine with intravenous 
injections of histamine the qualitative platelet activity 
was increased, leading to shortened coagulation time. 
Six haemophilic boys, whose ages ranged from 6 months 
to 7 years, were given histamine intravenously at the rate 
of 20 drops a minute in 500 ml. of normal saline. Doses 
of the order of 0-3, 0-6, 0-8, 1-0, and 1-5 mg. were given 
on successive days. As a mild reaction to the larger 
dose occurred this was reduced to 1-0 mg. in subsequent 
cases. Bleeding ceased after the first or second injection 
in all cases, and coagulation times were decreased. [No 
evidence is given of the duration of the effect.] It is 
suggested that histamine acts on new platelets during their 
formation, causing them to disintegrate like normal 
platelets. A. W. H. Foxell 


753. Human Prothrombin: Quantitative Studies on the 
Plasma Labile Factor and the Restorative Effects of 
Normal, Hypofibrinogenemic, and Hemophilic Plasma on 
the Prothrombin of Stored Plasma 

B. ALEXANDER and A. DE Vries. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 24-31, Jan., 1949. 
20 refs. 


Loomis and Seegers (Amer. J. Physiol., 1947, 148, 563) 
found that the prothrombin activity of aged plasma could 


be restored by the addition of purified fibrinogen. On 


the other hand, workers such as Munro and Munro 
{ibid., 1947, 150, 409) and Honorato and Quick (ibid., 
1947, 150, 405) obtained contrary results. The present 
investigation was undertaken to resolve this conflict, 
a case of spontaneous fibrinopenia with afibrinogenaemic 
plasma being available. 

The effect of barium sulphate adsorption on the plasma- 
clotting constituents was first studied. It was found that 
the prothrombin time of normal plasma so treated 
exceeded 180 seconds. Although such plasma lost 
100 mg. of protein per 100 ml., its fibrinogen concentra- 
tion and antihaemophilic potency were found to be 
unchanged. Also, it was fully capable of rectifying the 
delayed prothrombin time of stored plasma. It was 


found, however, that the afibrinogenaemic plasma could 
also fully reactivate the prothrombin of stored plasma, 
and it was therefore concluded that fibrinogen is not the 
factor the deterioration of which accounts for the 
retarded prothrombin time of stored plasma. The 
prothrombin time of mixtures of fresh normal plasma 
with congenital afibrinogenaemic plasma or plasma 
defibrinogenated by the addition of thrombin did not 
change significantly until the fibrinogen level fell to 
100 mg. per 100 ml. Below this level the prothrombin 
time increased until at 17 to 25 mg. per 100 ml. the 
apparent prothrombin activity was about 11% of normal. 
On the other hand, prothrombin activity in 3-weeks-old 
plasma was about 3% of normal with a fibrinogen con- 
centration of well over 100 mg. per 100 ml. 

In the plasma of a patient with liver disease and fibrino- 
penia the prothrombin activity was found to be about 
10% of normal. When, however, prothrombin activity 
was measured in a mixture of the patient’s plasma and 
plasma treated with barium sulphate, higher, but still 
subnormal, prothrombin values were obtained. Thus 
the sulphated plasma provided a clotting agent which was 
inadequate in the fibrinopenic plasma. As with the 
congenital afibrinogenaemic plasma, this fibrinopenic 
plasma lowered the prothrombin time of stored plasma, 
although not to the same degree as did normal plasma. 
It was also found that plasma heated at 56°C. for 2 
minutes retained some prothrombin but lost its ability 
to reactivate the prothrombin of stored plasma. The 
addition of haemophilic plasma to- stored plasma 
resulted in complete restoration of its prothrombin 
activity. The coagulation defect of haemophilic blood 
cannot, therefore, be attributed to deficiency in labile 
factor. With regard to the amount of labile factor 
required to reactivate the prothrombin of stored plasma, 
it was found that as the percentage of added fresh plasma 
was increased the prothrombin time decreased, but did 
not become normal until the mixture contained at least 
50% of fresh plasma. R. B. Lucas 
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754. Pyridoxine Deficient Diet and Desoxypyridoxine 
in the Therapy of Lymphosarcoma and Acute Leukemia in 
Man 


A. GELLHORN and L. O. Jones. Blood [Blood] 4, 60-65, 
Jan., 1949. 12 refs. 


Experiments on dogs, pigs, and rats indicate that 
pyridoxine is of importance in the maintenance of normal 
haematopoietic function. It has also been reported that 
lymphosarcoma transplants fail to grow in mice on a 
pyridoxine-deficient diet, and that established lympho- 
sarcoma transplants regress if the mice are also given the 
specific vitamin antagonist, desoxypyridoxine. 

This article records the effect on 6 patients with 
lymphosarcoma or acute leukaemia of giving a pyridoxine- 
deficient diet together with desoxypyridoxine. Theresults 
were negative; the progress of the disease was not 
influenced at all and there was no noticeable improvement 
in the response to treatment with nitrogen mustard or to 
radiotherapy. A pyridoxine-deficient diet is monotonous 
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and distasteful, and desoxypyridoxine caused nervous 
disturbances in 2 patients, so that the experiments could 
not be prolonged beyond 2 weeks. [Evidently this form 
of treatment is of no practical value.] 

M. C. G. Israéls 


755. Exsanguino-transfusion in the Leukaemias. Its 
Use in Chronic Myeloid Leukaemia. (Les exsanguino- 
transfusions dans les leucémies. Essai d’application aux 
leucémies myéloides chroniques) 

P. Croizat, L. Revo, and P. Moret. Sang [Sang] 19, 
532-538, 1948. 2 figs. 5 


Following the observations of Bessis and Bernard on 
the effects of exsanguino-transfusion in acute leukaemia, 
the authors have tried the same procedure in 2 cases of 
chronic myeloid leukaemia. In the first case, in which, 
after some 6 years, radiotherapy no longer brought 
about improvement, 22-5 litres of blood was given, while 
19-5 litres was drawn off (this was done in 4 sessions in 
a period of 20 days); the erythrocyte count rose and the 
leucocyte count fell steeply. The second case was of 
more recent onset, but the effects of the treatment were 
similar. The point that is stressed is that the operation 
brings about spectacular changes in the blood, and that 
these are progressive, affecting not only the blood but 
also the size of the spleen. It is not suggested that the 
procedure should be regarded as replacing radiotherapy 
or treatment with urethane, but that it should be used in 
cases in which resistance to radiotherapy has developed 
and perhaps also, in some cases, to enable the start of 
deep x-ray treatment to be delayed. A. Piney 


756. Changes in Haematopoiesis Induced by Extracts 
of Urine from Patients with Chronic Lymphatic Leukaemia. 
(Sulle modificazioni dell’ematopoiesi indptte da estratti 
di urine di leucemici linfatici cronici) 

E. Storti, C. Mauri, and M. BALDINI. Archivo per le 
Scienze Mediche [Arch. Sci. med.] 86, 605-633, Dec., 
1948. 10 figs., 16 refs. 


In 1939 Miller et al. stated that they were able to 
produce, by injection of certain fractions of the urine of 
leukaemic patients into guinea-pigs, histological changes 
very similar to those in human leukaemia. They also 
stated that the reaction was specific for the type of 
leukaemia. Later experiments showed that the biologic- 
ally active substances are in the fraction which contains 
the acids and phenols and are soluble in ether but not 
in light petroleum. Turner and Miller succeeded in 
concentrating the urinary fraction further and obtaining 
a more intense and even more markedly specific reaction. 
In the urine of patients with myelogenous leukaemia 
there was always also a small fraction of lymphopoietic 
substance present, and the reverse was true of urine from 
patients with lymphatic leukaemia. Their conclusions 
were that normal haematopoiesis is regulated by the 
equilibrium of the activity of myelopoietic and lympho- 
poietic substances. The myelopoietic substance stimu- 
lates the proliferation of the myelogenous elements and 
the lymphopoietic factor inhibits this proliferation and 
because of this allows the myelogenous elements to 


become mature; the opposite effect is produced by the 
lymphopoietic fraction stimulating proliferation of 
lymphoid elements and the myelopoietic factor inhibiting 
this. 

The authors of the present paper, from the University 


_ of Pavia, applied their own methods of extraction and 


concentration, using urine of 4 patients with chronic 
lymphatic leukaemia. The different fractions were 
injected into 10 guinea-pigs. These animals either died 
spontaneously or were killed after 62, 76, and 97 days 
respectively. After their death the organs were histo- 
logically examined and the results are published together 
with the findings in the peripheral blood before and after 
the injections. There were no marked changes in red 
cells and haemoglobin. The white cell counts remained 
also stationary though the figures were increased in a 
few cases up to about 20,000 per c.mm. There was, 
however, a progressive diminution in neutrophil granu- 
locytes and increase in lymphocytes. The spleen and 


lymph nodes were hyperplastic, without the marked 


structural changes of leukaemia. The histological 
changes in liver, bone marrow, kidneys, and suprarenals 
were not typical. Similar experiments were carried out 
with urine from patients with chronic myelogenous 
leukaemia in Naples by Conte Marotta and Di Guglielmo, 
who also could not confirm fully the results of the 
American workers. It is felt that the conclusions of the 
American authors may be premature. E. Forrai 


757. Studies on the Chemotherapy of Leukemia. 
II. The Effect of 4-Aminopteroylglutamic Acid and 
4-Amino-N?!°-methyl-pteroylglutamic Acid on Transplanted 
Mouse Leukemia 

J. H. BURCHENAL, J. R. BURCHENAL, M. N. KUSHIDA, 
S. F. JOHNSTON, and B. S. WILLIAMS. Cancer [Cancer} 
2, 113-118, Jan., 1949. 13 refs. 


The compounds were tested against chloroleukaemia 
Ak1394 and lymphoid leukaemia Akm9417, which are 
relatively chronic types, and against the more acute 
types Ak4, a lymphoid leukaemia, and C1498, a myeloid 
leukaemia, in mice. Results were compared with those 
obtained with the bis-form of nitrogen mustard. The 
acute myeloid leukaemia C1498 responded best both to 
4-amino-pteroylglutamic acid (aminopterin) and to 
4-amino-N!°-methyl-pteroylglutamic acid (amethopterin) ; 
the former gave an increased survival rate of 63% and the 
latter one of 224%; nitrogen mustard had little effect. 
In all the strains amethopterin gave higher survival 
rates than aminopterin. Neither compound had much 
effect on the chloroleukaemia Ak1394, but this leukaemia 
responded to nitrogen mustard. 

[From these animal experiments it seems that ametho- 
pterin might give better results than aminopterin in 
human acute leukaemia. ] M. C. G. Israéls 


758. Sex Hormones and Leukemia. [In English] 
A. VipeB@K. Acta Medica Scandinavica [Acta med. 
scand.] 132, 124-131, Dec. 8, 1948. 3 figs., 17 refs. 


The incidence of, and mortality from, spontaneous 
leukaemia in 2,766 strain AKa mice were studied. The 
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mortality rate among 1,931 females was 58-7% and among 
$35 males 54-8%. The differences in mortality rate were 
not statistically significant. The incidence of leukaemia 
was the same in breeding and non-breeding females 


‘(59 and 58%). Hyperplasia of the thymus gland was 


observed in 6-7% of the females and their average age 
at death was 9-4 months, while in males it was noted in 
43% and their average age at death was 10-1 months. 
The average age at death from leukaemia was calculated 
to be significantly lower than that of males. The author 
concludes that in female mice there are factors which 
accelerate, or alternatively in males factors which delay, 
the development of leukaemia. 

A study of 310 unselected cases of leukaemia in man 


_ revealed the following sex ratios: for chronic lympho- 


genous leukaemia 74 cases in men and 53 in women, for 
chronic myelogenous leukaemia 33 cases in men and 46 
in women, and for acute leukaemia 53 cases in. men and 
49 cases in women. Pregnancy did not influence the 
incidence of leukaemia in women. The ages at which 
leukaemia occurred in men and women were almost the 
same. The differences between the results obtained from 
the study of mice and man are considered to be due to 
different types of leukaemia and to the extremely varied 
genetic constitution in man. L. Dmochowski 


HAEMATOPOIETIC SYSTEM 


759. Chronic Interstitial Inflammation of the Bone 
Marrow. (Inflammation interstitielle chronique de la 
moelle osseuse) 

K. Ronr. Sang [Sang] 19, 521-527, 1948. 4 figs. - 


The author insists on the conception of a reticulo- 
histiocytic system, from the cells of which are derived 
reticulo-endothelial, fat, plasma, and mast cells as well 
as polykaryocytes (osteoclasts), macrophages, and 
fibroblasts. [By doing so he avoids the difficulty of 
explaining the condition known as myelofibrosis, because 
he draws no sharp distinction between reticulosis and 
fibrosis in the marrow.] He holds that there are two 
manifestations or, perhaps, phases of inflammatory 
reaction in the marrow—a plasmacyto-reticulo-phago- 
cytic one, and a plasmacyto-reticulo-mastcell-fibrocytic 
one. The former is a reversible condition, in which the 
proliferated plasma cells play a part in humoral defence, 
whereas the latter corresponds to the stage of cicatricial 
repair and is, in fact, myelofibrosis. A. Piney 


760. Myelofibrosis Associated with Tuberculosis. A 
Report of Four Cases 

H. W. Cram, H. L. Att, and W. H. Blood 
[Blood] 3, 1426-1444, Dec., 1948. 6 figs., 31 refs. 


On reviewing 91 cases of myelosclerosis in the literature 
it was found that 7 cases were associated with tuberculosis. 
Detailed histories of 4 cases are given, one of which has 
been reported previously. High fever and rigors occurred 


in the terminal stages in every case, and it is suggested 
that tuberculosis should be strongly suspected in any 
case of myelosclerosis with an unexplained spiking 
pyrexia. At necropsy caseating miliary tuberculosis was 


found in all cases, and there was evidence of extra- 
medullary haematopoiesis with increase in the number of 
megakaryocytes and fibrosis of the bone marrow. When 
the histories of 5 personal cases of “* idiopathic ’’ myelo- 
sclerosis were studied it was found that the patients were 
older than those with associated tuberculosis, the course 
of the disease was more prolonged, and only one patient 
was febrile. The authors believe that the hypoplasia of 
the bone marrow with consequent extramedullary 
haematopoiesis in these cases was due to tuberculosis, 
and consider that the patients had protracted granulo- 
matous lesions with terminal miliary dissemination. 

[The possibility that the tuberculous infection, together 
with the unusual form that it took, was a result of 
diminished resistance in a patient with a chronic wasting 
disease does not receive much consideration. ] 

P. C. Reynell 
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761. Skeletal Lesions in Hodgkin’s Disease 

E. H. Fatconer and M. E. Leonarp. Annals of 
Internal Medicine [Ann. intern. Med.] 29, 1115-1131, 
Dec., 1948. 11 figs., 21 refs. 


The incidence of osseous lesions in Hodgkin’s disease 
is believed by many clinicians and radiologists to be 
relatively small. The present paper is a haematological 
survey giving the exactly opposite view. The authors 
believe that there is a constant pattern capable of being 
identified in the marrow of nearly every patient with 
Hodgkin’s disease. This pattern shows an increase of 
the myelocytic elements (a shift to the left) with emphasis 
on the neutrophilic and eosinophilic myelocytes, the band 
neutrophils, eosinophilic segmented cells,and the plasma 
cells. They also found an increase in the number of mega- 
karyocytes, and interpret this as indicative of marrow 
irritation and possible degenerative cellular changes. In 
the majority of cases of bony involvement in Hodgkin’s 
disease the malady does not involve the cortex of the 
bone, but the present article describes a few examples of 
proliferative and destructive lesions in various bones, 
including compression fractures of vertebral bodies. In 
all, 59 cases of bone-marrow biopsy are recorded in 
support of the above contentions. G. F. Walker 


762. Classification of Systemic Affections of Lymph 
Nodes and the Clinico-Pathological Concept of Hodgkin’s 
Paragranuloma and Hodgkin’s Sarcoma. (Sulla classi- 
ficazione delle affezioni sistemiche linfoghiandolari e sul 
concetto anatomo-clinico di paragranuloma e di sarcoma 
di Hodgkin) 

G. CaRBONCINI and D. pECAaROLIS. Archivio di Patologia 
e Clinica Medica [Arch. Patol. Clin. med.] 26, 334-349, 
1948. 9 refs. 


The authors of this paper originating from the 
University of Bologna consider hyperplastic conditions 
of the lymphopoietic system, Hodgkin’s disease, reticu- 
losis, and the clearly neoplastic forms as transitions from 
one to the other, but feel that classification is impossible 
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on a morphological basis alone and that clinical observa- 
tion is necessary. One of them had reported cases of 
atypical granulomatosis in which malignant reticular 
tumours developed, and thought that transition from 
granulomatosis to generalized sarcomatosis could be 
observed. The authors review 120 cases admitted to 
their clinic within the last 12 years and as a result agree 
with the classification of Jackson and Parker. This 
classification has the advantage of clearness and simplicity, 
and is not merely based on hypothesis. According to 
this classification systemic affections of the lymph nodes 
can be divided into three categories (apart from 
leukaemia): (1) Hodgkin’s paragranuloma; (2) Hodg- 
kin’s granuloma or lymphogranuloma; (3) Hodgkin’s 
sarcoma. 

The distinctive characters of these groups are as follows: 
(1) Paragranuloma is an inflammatory process originat- 
ing from the pharynx, usually in young people. The 
affected lymph nodes are mostly in the neck; they main- 
tain their structure and their follicles are hyperplastic and 
oedematous, with scarce Reed cells and eosinophils. 
(2) Hodgkin’s granuloma is a doubtful inflammatory or 
neoplastic process, starting usually at about the age of 
40. The lymph nodes are mostly retroperitoneal, medi- 
astinal, or cervical. The spleen is enlarged and liver, 
lungs, and bowel are involved. (3) Hodgkin’s sarcoma 
is a malignant neoplasm usually starting between the 
ages of 60 and 70, with retroperitoneal masses of lymph 
nodes. The lymph-node capsule is invaded, large 
multilobulate cells are present, and Reed cells are always 
present. Viscera are involved and progress is rapid. 
There are pulmonary, intestinal, and cutaneous infiltra- 
tions. The authors publish illustrative cases of each 
category. E. Forrai 


763. Observations on Bone Lesions in Hodgkin’s 
Disease 

P. J. Morr and J. G. Brockis. British Journal of Surgery 
[Brit. J. Surg.] 36, 414-417, April, 1949. 5 figs., 15 refs. 


764. Vitamin D in Treatment of Boeck’s Sarcoidosis 
R. F. Ropertson. British Medical Journal (Brit. med. 
J.] 2, 1059-1061, Dec. 18, 1948. 3 figs., 5 refs. 


From Edinburgh an account is given of the effect of 
calciferol therapy on a case of Boeck’s sarcoidosis. 
This has been tried in viéw of the recent successful treat- 
ment of lupus vulgaris with calciferol. Pathologically 
Boeck’s sarcoidosis has much in common with a tuber- 
culous infection, and its skin manifestations may, without 
resort to biopsy, be indistinguishable from lupus vulgaris. 

The case chosen for this treatment was in a woman of 
53 who had a progressive lesion of 9 years’ duration, in 
which spontaneous improvement was not expected. 
She had erythematous induration of nose, cheeks, and 
forehead above the bridge of the nose, causing great 
disfigurement. There were also raised indurated areas 
on both arms, while the fingers, and to a less extent the 
toes, were purple, swollen, and distorted. No other 
manifestations of the disease were present except enlarged 
hilar shadows in the chest radiograph and classical 
osteitis cystica in hands and feet. No previous treat- 
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ment had influenced her condition. There was no 
disturbance of the calcium metabolism, and the erythro- 
cyte sedimentation rate was 3 mm. in the first hour 
(Westergren); a 1 in 1,000 Mantoux test gave a negative 
result at the end of 48 hours and a positive one at the 
end of 72 hours. 

Calciferol was given in a dosage of 100,000 units daily 
by mouth for 15 days. Toxic effects—thirst, polyuria, 
constipation, headache, and loss of appetite—prevented 
further administration; there was no rise in the serum 
calcium level. During the 3 weeks that the toxic effects 
lasted the skin lesions of the face largely disappeared, 
but the lesions of the hands and feet were little affected. 
Later attempts to give calciferol at a much lower dose 
were prevented by the patient’s intolerance, but clinical 
improvement was maintained. 

The author points out the risk of lighting up a sarcoid 
lesion elsewhere with this treatment, and suggests that 
calciferol should be used with caution and only in cases 
where the skin lesion is extensive and disfiguring. 

G. S. Crockett 


765. Recent Studies of Multiple Myeloma: Sternal and 
Rib Puncture and the Results of Treatment with Stilbami- 
dine 

S. Propp, L. W. Goruam, and S. KANTOR. Blood 
[Blood] 4, 36-53, Jan., 1949. 15 figs., 17 refs. 


The authors consider that examination of the bone- 
Marrow aspirate is the most reliable method for the 
diagnosis of multiple myelomatosis, and that the myeloma 
cell is a member of a dysplastic line of cells related to the 
ordinary bone-marrow plasma cell. Treatment of 5 
cases of myeloma with stilbamidine caused the appear- 
ance of basophilic granules in the cytoplasm of myeloma 
cells. Pain was relieved in only.2 patients, and no 
suggestion of arrest of the disease was obtained. One 
patient developed an intractable burning sensation of 
the face which persisted for more than 6 months. 

G. Discombe 


766. Myelomatosis. Examination of Clinical Material. 


{In English] 
H. Laake. Acta Medica Scandinavica [Acta med. 
scand.] 132, 440-457, 1949. 1 fig., 47 refs. 


This is a review of the case histories of 17 patients with — 
miltiple myelomatosis admitted to the Rikshospital, 
Oslo, during the period 1933-46. The sex and age 
distribution and the clinical and pathological features of 
the cases are similar to those reported in other published 
series. Considerable space is devoted to a discussion of 
the renal lesion in myelomatosis. All the patients had 
proteinuria, and in 16 of them Bence-Jones protein was 
demonstrated in the urine. Urea clearance was less than 


75% of normal in 13 cases, and in 11 cases the plasma 
urea concentration was more than 50 mg. per 100 ml. 
Post-mortem reports were available in 7 cases, in all of 
which tubular degeneration was observed; in addition, 
glomerular changes were noted in 4 cases. [The author 
relies on the necropsy notes; the histological sections 
were not re-examined. ] 


P. C. Reynell 


Diseases of the Respiratory System 


767. Studies on Aerosols. Y. Effect of Dust and 
Pneumodilating Aerosols on Lung Volume and Type of 
Respiration in Man 

L. DAUTREBANDE, W. C. ALFORD, B. HIGHMAN, R. 
DowNING, and F. L. Weaver. Journal of Applied 
Physiology {J. appl. Physiol.| 1, 339-349, Nov., 1948. 
8 figs., 25 refs. 


The authors, working in the Laboratory of Physical 
Biology, Bethesda, Maryland, U.S.A., investigated the 
effects on 3 healthy human subjects of the following dusts: 
aluminium, aluminium hydrate, willemite, dolomite, 
calschist, copper sulphide, and zinc sulphide. The 
mean size of the dust particles was less than 1 yx, and the 
authors studied the effects of pneumodilating aerosols 
on pulmonary volume and type of respiration before and 
after the inhalation of the dusts. They describe the 
apparatus used and the methods of estimating the amount 
of dust reaching the subject’s mouthpiece and of esti- 
mating the size of the particles. The subject’s lungs 
formed part of a closed circuit containing apparatus for 
injecting dust and aerosols into the circuit and for 
measuring the respiratory changes. They give the details 
of the procedure used in a typical experiment. 


All the dusts produced prompt reduction in pulmonary 


volume, and there was no detectable difference between 
aluminium dusts (which are used therapeutically) and 
the others. The authors consider that, since the reduc- 
tion in volume often exceeded 1 litre, the smaller respira- 
tory passages were probably involved in the constriction. 
Tachypnoea accompanied the reduction in pulmonary 
volume. Repeated administration of dusts reduced 
pulmonary volume still more. Pneumodilating aerosols 
counteracted the reduction in pulmonary volume when 
given after the dusts; they prevented bronchoconstriction 
if given before the dust. The aerosols used included 
0-2% “ aleudrin ”, a mixture of aleudrin and “ neosyne- 
phrine ” (0-1 and 0-25%), this combination being found 
more effective than either drug alone, and procaine 0-1 
to 0-2% in a mixture with tincture of lobelia, 0-5 to 1%. 

The dusts produced no subjective irritation in the 3 
subjects tested. 

The practical application of this work is this. In the 
treatment of silicosis aluminium dusts may be used, but 
as these produce bronchoconstriction they may not reach 
the depths of the pulmonary tree. The workman so 
treated, returning to work involving greater respiratory 
efforts, will draw harmful dusts more deeply into his 
lungs than the therapeutic dusts. The authors suggest 
that the aluminium dusts would be more deeply dis- 
tributed if pneumodilating aerosols were used before 
inhalation of therapeutic dusts. Furthermore, pneumo- 
dilating aerosols might be profitably administered to 


“ wheezy ” subjects at the close of a working day, to © 


relieve them of their respiratory distress. 
A. T. Macqueen 


768. Paradoxical Shadingin a Pneumothorax as a Mode 
of Visualization of Pleural Adhesions. (Die paradoxe 
Verschattung des Pneumothorax als besondere Darstel- 
Jungsweise der verschwarteten Pleura pulmonalis) 
H. Krincs. Beitrdge zur Klinik der Tuberkulose {Beitr. 
klin. Tuberk.] 101, 164-171, 1948. 7 figs., 16 refs. 


By “ paradoxical shading in a pneumothorax ”’ (P.S.) 
the author means the appearance of a faintly outlined, 
half-shaded area, bordering on the sharply defined 
thickened visceral pleura (pachy-pleuritis) of the 
collapséd lung. He states that this appearance is not 
due to either pleural exudate or emphysema. By 
observing the phenomenon closely on the x-ray screen he 
found that the shading disappears if sufficient air is 
aspirated from the chest and that it promptly reappears 
as soon as the original intrapleural pressure is restored 
by re-inflation. He therefore assumes that the P.S. 
occurs only if the collapsed lung is adherent by its medial 
portion to either the anterior or posterior chest wall or 
both. As soon as the intrapleural pressure pushes the 
central part of the lung past the adherent peripheral 
zone(s) towards the mediastinum, the indented lung forms 
a laterally concave surface. The resulting optical effect 
is the projection of the tangentially hit central part of the 
thickened pleura as a linear shadow while the thinly 
stretched outer layers of the adherent part(s) of the lung 
are nearly completely penetrated by the x rays and there- 
fore cast only a faint, ill-defined shadow band adjacent 
to the pleural margin (P.S.). The author’s attractive 
and reasonable interpretation of the described radio- 
logical phenomenon is convincingly supported by well 
reproduced radiographs as well as by simple, self- 
explanatory diagrams of cross-sections of the hemi- 
thorax, illustrating the concave shape of the lateral 
aspect of the collapsed lung and the resulting projection 
effect. 

[The lesson to be learnt is that the picture of “* para- 
doxical shading ’’ indicates an overfilled pneumothorax 
with tension on the adherent parts of the lung. Air 
should be withdrawn until the P.S. adjacent to the 
thickened pleural border has disappeared. Only then 
is the lung properly relaxed.] E. G. W. Hoffstaedt 


769. Spontaneous Pneumothorax Associated with Meta- 
static Sarcoma. A Report of Three Cases 

E. A. LopMELt and S. C. Capps. Radiology [Radiology] 
52, 88-93, Jan., 1949. 4 figs., 5 refs. 


Only 2 cases of this syndrome have previously been 
described. The present authors’ 3 cases are reported in 
detail; post-mortem examinations were performed on 
allofthem. A fourth case is mentioned in an addendum, 
but the patient had not been fully investigated at the time 
of writing. 

Macklin and Macklin are reported as having made 
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experimental studies on the lungs of cats. By producing 
alveolar rupture they set up an interstitial emphysema 
which spread readily to the pleura or mediastinum. 
Rupture through the pleura occurred easily, and thus a 
pneumothorax was produced. The present authors 
state that in 2 of their cases tumour nodules had caused 
partial bronchial obstruction; this acted as a ball valve, 
increased the intra-alveolar pressure, allowed rupture, 
and passage of the air along the interlobular septa to 
the pleura. The pleura then ruptured, causing the 
- pneumothorax. J. W. D. Bull 
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770. The Clinical Significance of Pulmonary Hemor- 
rhage: A Study of 1316 Patients with Chest Disease 

O. A. Assotr. Diseases of the Chest [Dis. Chest] 14, 
824-842, Nov.—Dec., 1948. 5 figs., 3 refs. 


Of this series of 1,316 cases of chest disease, 497 patients 
had haemoptysis; frank bleeding was almost twice as 
common as “ streaking’’; neither of the lungs, nor any 
lobe of a lung, showed a preponderant frequency of 
bleeding; as a primary symptom cough was thrice as 
common as any other. Consideration of the percentage 
incidence of bleeding in individual diseases shows that 
it occurs in carcinoma of the bronchus in 53% of cases, 
in lung abscess in 49%, in pulmonary infarction in 44%, 
in bronchiectasis in 43°%%, and in pulmonary tuberculosis 
in 36%. It is noted that in both the cases of lipid 
pneumonia in the series there was frank haemoptysis, in 
one case almost fatal. Of the mediastinal tumours in 
this series 20% produced haemoptysis. A plea is made 
for the recognition’ of “atypical haemoptysis”’ in 
apparently classical pneumonia—for example, haemo- 
ptysis continuing for longer than normal, or sputum 
not being of classical prune-juice type—if bronchial 
neoplasm is to be detected early. L. W. Hale 


771. Initial Pneumothorax, a New Safe Induction 
Technique 

I. J. Secixorr, I. G. TcHERTKOFF, and E. H. RositZek. 
Quarterly Bulletin of Sea View Hospital (Quart. Bull. 
Sea View Hosp. 10, 93-100, July, 1948. 1 fig., 28 refs. 


© The authors maintain that “‘ every initial pneumothorax 
is at first a traumatic pneumothorax”. Although lung 
puncture as such cannot be avoided this risk should be 
minimized by inserting a small needle just as far as 
necessary, for the shortest possible time, while the 
patient holds his breath. Thus tearing of the lung by 
its moving across the needle point is avoided. For the 
first stage of the procedure a 2 or 5 ml. syringe, half filled 
with sterile saline and mounted with a 22 to 24-gauge 
14 in. (3-75 cm.) needle, is required. The patient in the 
usual lateral position is instructed to hold his breath. 
The needle is then thrust through the skin only. If 
syringe and needle attachment is airtight no air can be 
aspirated yet. Airtightness having been confirmed, the 
patient takes a deep breath and holds it. The needle 
is then carefully pushed forward under constant upward 
pull on the plunger until air bubbles come through the 
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fluid, indicating that the needle has entered the superficial 
alveoli. The needle is now withdrawn. It may be 
necessary to interrupt the procedure before air bubbles 
are aspirated in order to allow the patient to take a few 
breaths. The authors are satisfied that just enough air 
will escape from the puncture to create an air pocket for 
an easy and straightforward induction without further 
risk of lung puncture. The second stage consists of 
refilling with a 21-gauge needle after fluoroscopy 6 hours 
later. 

No dyspnoea occurred with either this or the conven- 
tional technique in cases of moderate unilateral disease. 
In 18 cases of advanced unilateral or bilateral disease in 
which pneumothorax was induced by conventional 
technique 11 instances of dyspnoea were encountered, 
4 cases requiring deflation, as against 3 cases of dyspnoea 


- with 1. requiring deflation among 23 inductions by the 


new technique. [Will the minimal lung puncture produce 
a visible air pocket which readily re-forms 6 hours later 


. at the site of the initial puncture? However, every 


attempt which might reduce the inherent risks of artificial 
pneumothorax treatment should be welcomed.] 
- E. G. W. Hoffstaedt 


772. Pulmonary Emphysema, Cystic Lung, and Bron- 
chiectasis due to Disturbances -of Lung _ Innervation. 
(Lungenemphysem, Wabenlunge und Bronchiektasie 
durch pulmonale Innervationsstérungen) 

A. Sturm. Beitrdge zur Klinik der Tuberkulose (Beitr. 
klin. Tuberk.] 101, 172-189, 1948. 6 figs., bibliography. 


The author refers to an imposing series of Continental 
articles proving the autonomic innervation of pulmonary 
alveolar and interstitial muscle fibres. The double 
innervation of this important muscular tissue is capable 
of producing either active contraction of segmental areas 
of alveoli and reflex atelectasis with or without pneumonic 
infiltration, or paretic localized emphysema which often 
follows pneumonic infiltrations and atelectatic patches. 
Four cases are described and illustrated in which transient 
pneumonic infiltrations or atelectases have been followed 
after resolution by either localized bullous emphysema or 
emphysematous cysts, or by bronchiectasis. These intra- 
pulmonary “ cavities ’’, which seem to take the place of 
the resolved infiltrations or atelectases, also disappear 
eventually. The author interprets the atelectatic and 
pneumonic patches and the subsequent emphysema or 


bronchiectasis as alternate phases of a vegetative reflex . 


phenomenon. In Léffler’s eosinophil pneumonia allergic 
reactions provided the stimulus; in another case a para- 
vertebral abscess produced a segmental irritation of the 
ipsilateral autonomic nerves, and in a case of tonsillitis 
general infection upset the vegetative balance of the 
alveolar tissue. Tuberculous “ early infiltration”, even 
cavitation, is explained as “ specifically initiated segmental 
pneumonia of (autonomic) nervous origin”. The 
asthma attack is primarily due to an urticaria-like 
capillary hyperaemia with (? endobronchiolar) exuda- 
tion, the bronchial spasm a secondary reflex counter- 
acting the acute primary psychosomatic emphysema 
(active alveolar dilatation). [Bronchial asthma, like most 
of the so-called “‘ allergic diseases ”’, is undoubtedly a 


hs 


psychosomatic disorder, whatever the sequence of broncho- 
spasm and emphysema. “ Reflex atelectasis ’’, however, 
is only one of various possible mechanisms (Coello and 
Nagley, Tubercle, 1948, 29, 10). The author is obviously 
too heavily biased in favour of autonomic nervous or 
psychosomatic reactions to strike a proper balance 
between organic and functional disorders. His ideas are 
stimulating and a challenge to orthodox thinking. He 
is not alone in classifying tuberculosis as a psychosomatic 
disease. ] E. G. W. Hoffstaedt 


773. Pulmonary Eosinophilosis 

R. VISWANATHAN. Quarterly Journal of Medicine 
{Quart. J. Med.) 17, 257-270, Oct., 1948. 2 figs., 
42 refs. 


Pulmonary eosinophilosis is defined as a clinical con- 
dition characterized chiefly by cough, paroxysms of 
dyspnoea, a raised total leucocyte count with persistent 
and absolute eosinophilia, and frequent systemic mani- 
festations, such as fever, lassitude, and loss of weight. 
A comprehensive review of the literature is given, and 
the features of 685 published cases and 207 new cases are 
analysed. Most of the reports come from India and 
Ceylon, where the disease has been reported in widely 
distributed areas, but there are also reports from other 
parts of Asia, North and East Africa, the Pacific, the 
United States, and England. The disease occurs at all 
ages, but the maximum incidence is from 20 to 40 years 
and males predominate. Carter, Wedd, and D’Abrera 
(Ind. med. Gaz., 1944, 79, 163) in Ceylon found mites in 
the sputum in a large proportion of cases, and regarded 
mite infestation as a causative factor, but their work has 
not been confirmed. 

Two distinct clinical forms occur. The acute type is 
less common and is characterized by high fever, cough, 
and rapid respiration with signs of acute bronchitis. In 


‘about 25% of patients spontaneous recovery occurs in 


4 to 6 weeks, but the remainder pass on to the chronic 
condition. More often, however, in the chronic type 
the onset is gradual, with malaise, anorexia, and low 
fever, followed by paroxysmal cough, which is later 
productive of viscid sputum. Dyspnoea on exertion or 
after coughing is common, but asthmatic paroxysms may 
occur. In the untreated cases pyrexia may last up to 
2 months and the respiratory symptoms for a year or 
more. Physical signs are absent or, in the later stages, 


_ basal rales and rhonchi are heard. Clumps of eosino- 


phil leucocytes are frequently seen in the sputum. The 
spleen is palpable. in about 50% of cases, especially 
during the febrile period. Enlargement of lymph nodes 
and of the liver has been reported. The total leucocyte 


_ count ranges from 12,000 to 80,000, per c.mm., with 20 to 


80% of eosinophils. High-titre cold agglutination of 
erythrocytes, and positive Wassermann and Kahn 
reactions have been reported as characteristic. A high 
erythrocyte sedimentation rate is usual. Radiography 
may show disseminated mottled shadows distributed 
through all or part of the lung fields, especially during 
the febrile stage of the disease. : 

Most cases are cured rapidly by neoarsphenamine in 
an initial dose of 0-15 g. followed by 7 doses of 0:3 g. 
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at weekly intervals, but the return of the blood count to 
normal is delayed. A necropsy is reported (the first 
recorded) on a patient who died of arsenical encephalo- 
pathy after the second injection of arsenic. Scattered 
areas of consolidation were found related to the terminal - 
bronchioles, in which both alveoli and interstitial tissue 
were infiltrated with monocytes and polymorphonuclear 
leucocytes containing eosinophil granules. Some alveoli 
contained nodules made up of giant cells with 15 to 25 
nuclei and surrounded by mononuclear cells. 

The authors [on somewhat slender evidence] conclude 
that the condition is an infective one. J. W. Litchfield 


774. Honeycomb Lungs 

N. Oswatp and T. PARKINSON. Quarterly Journal of 
Medicine { Quart. J. Med. 18, 1-20, Jan., 1949. 12 figs., 
54 refs. 


By “‘ honeycomb lung ”’ the authors mean that variety 
of cystic disease “‘ in which there are thin-walled cysts 
distributed uniformly throughout both lungs, varying in 
size up to a maximum of | cm. in diameter”. The 
literature is reviewed and 16 cases described. In 6 cases 
there was an associated general medical disorder: xantho- 
matosis (1 case), biliary cirrhosis (2 cases, in infants), 
tuberous sclerosis (1 case), and pituitary disorders (2 
cases, one of pituitary dwarfism and the other of diabetes 
insipidus). In 10 cases the lungs seemed to be the only 
organ affected. Striking features in the natural history 
of the disease are the liability to spontaneous pneumo- 
thorax and the ultimate development of cor pulmonale. 

Necropsy was carried out in 3 cases, and the normal 
lung tissue found to be largely replaced by air cysts 
varying in size from those just visible to the naked eye 
to others about 1 cm. in diameter. The cyst walls con- 
sisted of fibrous septa containing collagen and blood 
vessels but no cartilage. Some cysts were lined with flat 
epithelium, whereas others had no epithelial lining. In 
the sections so far examined there was no definite 
evidence of bronchiolar obstruction. 

The radiological appearances are characteristic. 
There is a reticular pattern throughout both lung fields, 
and the cyst spaces are more evident in a lung partially 
collapsed by a spontaneous pneumothorax. Broncho- 
graphy (4 cases) showed a normal bronchial tree. 
‘**Lipiodol” did not enter the cyst spaces even after 
coughing. 

In xanthomatosis and tuberous sclerosis the cysts were 
probably produced by mechanical factors due to the 
disease. In the other cases the pathogenesis was 
uncertain, but preliminary histological study suggests 
that the cause was chronic inflammation. 

Arthur Willcox 


775. Ayerza’s Disease, Silicosis, and. Pulmonary Bil- 
harziasis 


H. Tiwy. British Medical Journal [Brit. med. J.) 1, 
977-978, April 2, 1949. 11 refs. 


[It is suggested that Ayerza’s disease as seen in Brazil 
is the result of silicosis occurring at high altitudes; 
the possibility of pulmonary bilharziasis as a main or 
contributory factor should be borne in mind.—Editor.] 
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776. Heartburn. A Clinical Study 
H. J. TuMEN and E. M. Coun. Journal of the American 
Medical Association [J. Amer. med. Ass.] 139, 292-298, 
Jan. 29, 1949. 5 refs. 


This paper analyses, with particular reference to heart- 
burn, the findings in 120 patients suffering from gastro- 
intestinal disease. Of the 120, 38% complained of heart- 
burn, and about half of these considered it severe enough 
to be a major symptom. The authors do not give 
details of biochemical or laboratory investigations, or 
more than a general clinical discussion of symptoms in 
relation to disease. They conclude that heartburn does 
not indicate organic gastro-intestinal disease and is not 
caused by excessive gastric acidity. They consider that 
aerophagy and rapid eating of large meals were major 
factors in causation, and that in many cases the symptoms 
were of psychosomatic origin. They do not find any 
close relationship between heartburn and ulcer, gall- 
stones, or other specific disease, though in a number of 
patients with irritable colon the symptom was pro- 
nounced. The only organic condition outstandingly 
associated with heartburn was hiatal hernia. [Gastro- 
enterologists are, of course, well acquainted with the 
frequency of this finding.] 

The authors conclude that heartburn is commonly 
precipitated by nervous tension, and may be produced 
by alterations in the tonus of the lower part of the 
oesophagus. Sedatives were useful for treatment, but 
antacids in general gave variable results and did not act 
by virtue of their alkaline action. Psychotherapy and 
prevention of air-swallowing, with correction of poor 
eating habits, seemed to be the most successful line of 
treatment. Thomas Hunt 


777. Oral Treatment of Chronic Duodenal and Jejunal 
Ulcers with an Extract of Pregnant Mare’s Urine 

R. C. Pace and R. R. HEFFNER. Gastroenterology 
[Gastroenterology] 11, 842-847, Dec., 1948. 6 refs. 


During 20 months 26 patients with peptic ulceration 
which had proved resistant to all forms of medical treat- 
ment were given orally an extract of pregnant mares’ 
urine (PMU). The extract was assayed by its inhibitory 
effect on the gastric secretion of rats. Toxicity studies 
on rats and human subjects showed PMU to be apparently 
harmless. While under treatment with PMU patients 
had no other form of therapy, and the only criteria of 
selection for treatment were chronicity and intractability 
of ulceration without obvious indications for surgery. 
Of 7 patients with jejunal ulceration all improved and 
their ulcer craters disappeared. Out of 16 patients with 
chronic duodenal ulcers 15 improved and one failed to 
improve. There was a small group of 3 patients with 


Disorders 


chronic duodenal ulcer in whom the history and radio- 
logical findings suggested penetration of the ulcer into 
the pancreas, and who had not been cured by intensive 
medical treatment with rest in bed for 2 months. Under 
PMU therapy the ulcer of one such patient healed in 
6 weeks; therapy was continued for a further 9 months, 
and then discontinued for 3 months without a recurrence, 
The 2 other patients in this group failed to improve, and 
at operation both were found to have ulcers penetrating 
the pancreas. The authors consider the results suffi- 
ciently encouraging to warrant further evaluation, and 
they intend to make subsequent reports. John Naish 


778. Twelve-hour Nocturnal Gastric Secretion in Uncom- 
plicated Duodenal Ulcer Patients: Before and After 
Healing 

E. Levin, J. B. KirSNER, and W. L. PALMER. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 69, 153-156, Oct., 1948, 
3 refs. 


It has been suggested that the presence of symptoms 
may be a contributing factor in the causation of nocturnal 
gastric hypersecretion in cases of duodenal ulcer. In 
order to investigate this possibility the authors measured 
the 12-hour nocturnal gastric secretion of 13 cases of 
active uncomplicated duodenal ulcer at a time when 
typical distress was present, and again 24 months to 
2? years after medical treatment had led to complete 
radiological healing of the ulcer and loss of symptoms. 
No significant change was found in the volume, the free 
total acidity, or the free hydrochloric acid content of the . 
nocturnal juice in the majority of cases after healing of 
the ulcer, the average values obtained remaining 
significantly higher than those of normal healthy 
individuals. 

The authors consider that the persistence of hyper- 
secretion in the majority of cases after healing of duodenal 
ulcer makes it necessary to continue careful antacid 
therapy in such patients. R. P. Foggie 


779. Gastric and Duodenal Ulcer in Children. (Uber 
das Magen- und Zwé6lffingerdarmgeschwiir bei Kinden) 

W. Apecc. Annales Paediatrici [Ann. paediatr., Basel} 
171, 356-366, Nov.—Dec., 1948. 4 figs., 40 refs. 


The incidence of gastric and duodenal ulcer in child- 
hood has increased in the last decade. Greater 
accuracy in diagnosis may account for the higher figures. 

The author describes such ulceration in 6 cases (3 in 
boys and 3 in girls). Age ranged from 34 to 14 years. 
In 5 cases there was a family history of ulcer. Colicky 
pains in the upper abdomen when the stomach is empty 
or during the night are an important symptom. These. 
pains may continue for weeks, months, and even years. 
Hypoacidity was present in 5 cases, and gastric hyper- 


202 


STOMACH . 203 


secretion when fasting in all instances. The benzidine 
reaction was faintly positive in one case only. X-ray 
examination after a barium meal revealed the presence 
of a duodenal ulcer in 4 cases, and gastric ulceration in 
one case. 

All cases were conservatively treated without interrup- 
tion of school attendance. Children received ‘* robuden ”’ 
(one dragee 2 to 3 times daily) for 8 to 12 weeks, together 
with ‘* belladonna-gastralum ”’ or hydrochloric acid and 
pepsin drops according to the values for gastric acidity. 
In one case 20 drops of a 1 in 1,000 atropine solution 
were administered. All cases were cured. The appetite 
improved within 10 to 14 days, and the weight increased 
by 1 to3 kilo. The x-ray picture after 8 weeks showed a 
deformity of the bulbus in one case, pouch formation in 
one case, contraction of the bulbus in one case, and 
convergence of the gastric folds with disappearance of 
the ulcer in one case. Operation is recommended in 
cases of perforation or stenosis only. 

The author regards the condition as a nervous disease 
based on a disturbance of regulation of the autonomic 
nervous system in the midbrain. All children had 
“ vegetative stigmata ”’. M. Dynski-Klein 


780. The Two Types of Evolution of Gastric Carcinoma, 
from a Study of 205 Cases of Classical Carcinoma and 50 
Cases of Early Carcinoma; Rapidly Progressive and 
Slowly Developing Carcinoma. (Les deux formes 
évolutives du cancer gastrique d’aprés l’étude de 205 we 
de cancers “ habituels’’ et de 50 cas de cancer “ 
début ’’: Cancer 4 marche rapide et cancer a 
lente) 

A. LAMBLING and J. GUILLARD. Archives des Maladies 
de l’Appareil Digestif [Arch. Mal. Appar. dig.] 37, 661- 
689, Nov.—Dec., 1948. 6 figs., 22 refs. 


The 10% of cases of gastric carcinomata in which there 
is a history of ulcer-like symptoms for several years are 
often operable, whereas the 90% in which the history is 
of short duration are often inoperable. Three theories 
have been put forward to explain this. In the nineteenth 
century Billroth suggested that when a cancer developed 
in an otherwise healthy stomach where the output of 
acid pepsin was high, the cancer cells might be almost 
completely digested away, and an apparently simple 
ulcer persist for 5 years or more. At the beginning of 
the twentieth century some surgeons held that simple 
ulcers were transformed into cancers, and they performed 
gastrectomy for this condition. There are serious 
Statistical objections to both these views, and during the 
Jast 20 years many gastro-enterologists have come to 
believe that there may be two phases in the evolution of 
cancer: during the first there are cytological changes 
which sometimes lead to ulcers but little or no prolifera- 
tion or invasion; during the second phase, proliferation 
is rapid and the cancer soon becomes inoperable. 

The present authors suggest a fourth theory. The 
argument is based on 205 cases of the common late type, 
on 8 early cases observed personally, and on 42 early 
cases taken from the French literature. Ulcer cancer, 
which begins at an average age of 42 and evolves slowly, 
is thought to be a different disease from the other 


types which begin at an average age of 50 and evolve 
rapidly. 

[The proportion of different pathological and sympto- 
matic types is much the same in the authors’ series as in 
British and American series, but the sex distribution is 
not given, and the statistical tables are so compiled that 
it is impossible to correlate length of history, age, and 
symptoms with pathology. No new facts emerge, and 
the discussion shows an even greater disregard of 
Statistical principles than do most medical papers.] 

Denys Jennings 


781.. Gastric Biopsy. Report on Fifty-five Biopsies 
Using a New Flexible Gastric Biopsy Tube 

I. J. Woop, R. K. Doc, R. MotreraM, and A. HUGHES. 
Lancet [Lancet] 1, 18-21, Jan. 1, 1949. 7 figs., 4 refs. 


The authors describe an instrument they have devised 
for cutting specimens from the gastric mucosa for 
histological study. The samples are taken without any 
visual control and so the method is of no use in the 
differential diagnosis of localized lesions. No biopsy 
specimens were obtained in 28 out of 83 attempts. 

Christopher Hardwick 


782. The Effect of Syntropan on the Motor Activities 
of the Human Gastrointestinal Tract and on Gastric 
Acidity 

S. H. LorBer and T. E. MACHELLA. Gastroenterology 
[Gastroenterology] 12, 57-69, Jan., 1949. 5 figs., 8 refs. 


Animal experiments have shown that “ syntropan”’, 
which is the phosphate of d: /-tropic acid ester of 
3-diethylamino-2 : 2-dimethyl-/-propanol, exhibits, in 
addition to its atropine effect, a direct depressant action 
on smooth muscle. The authors made 63 observations 
on 59 fasting subjects with a balloon kymograph. A 
double-lumen Miller-Abbott tube was used for studying 
the stomach and small intestine, and for the investiga- 
tions on the colon the balloon was introduced direct into 
the lumen through a colostomy. Free and total acidity 
were determined in the gastric juice. Syntropan was 
administered intravenously, subcutaneously, or directly 
into the lumen. Ina clinical trial in which the drug was 
given to 17 patients with gastric hypermotility or spasm 
the results were disappointing throughout. By the 
intravenous route only was any depression of motility 
or tonus produced, but any fleeting effect was offset by 
the very disagreeable toxic manifestations, which in- 
cluded paraesthesiae, vertigo, and anxiety amounting at 
times to a sensation of impending death. Gastric 
secretion was entirely unaffected. R. Schneider 


783. A Comparative Study of the Inhibitory Action of 
Chemical Agents on Peptic Activity 

S. ALpertT and G. J. MARTIN. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 16, 10-14, 
Jan., 1949. 39 refs. 


On the assumption that the peptic activity of gastric 
juice is an essential factor in the genesis of peptic ulcera- 
tion, the authors investigated the inhibitory effect of 
various substances on this mechanism. They summarize 
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the effects of a considerable variety of potent substances 
as reported in the literature; as, for example, gelatin, 
charcoal, creosote, and aliphatic acids. They also made 
an in vitro study of some substances, testing their effect 
on the digestion of coagulated egg albumin by a hydro- 
chloric-acid solution of pepsin. The pH was kept 
constant, and peptic activity was estimated according to 
Mett’s method. Among other substances, polyamine 
anion exchange resins were found to be effective, and 
their activity could be enhanced by the addition of small 
amounts of sodium alkyl sulphate, principally lauryl 
sulphate. This addition increased not only the efficiency 
of the resin but also the speed of its action. 
R. Schneider 


784. The Effect of Experimental Devascularization on 
Gastric Mucosa 

B. Hoim, S. Boyarsky, and T. G. MorRIONE. Gastro- 
enterology [Gastroenterology] 12, 116-121, Jan., 1949. 
2 figs., 11 refs. 


Ligation in dogs of 90% of the arteries supplying the 
stomach produced changes in the superficial third of 
the mucosa only. These changes consisted in partial or 
complete disappearance of the glandular epithelium from 
the necks of the glands. Both the chief and the parietal 
cells were affected; the deeper portions of the mucosa 
remained entirely unchanged. The authors do not 
believe that devascularization causes enough histological 
change to produce a “ physiological gastrectomy ”’. 

R. Schneider 


785. Gastro-intestinal Disturbances in Thyroid In- 


sufficiency. (Les troubles gastro-intestinaux dans 
l’insuffisance thyroidienne) 
P. A. BasTente and K. P. KOWALEWSKI. Gastro- 


enterologia [Gastroenterologia, 
1948/49. Bibliography. 


Basel] 74, 225-237, 


786. Studies on Nausea. Effects of Ipecac and Other 
Emetics on the Human Stomach and Duodenum 

S. WoLr. Gastroenterology [Gastroenterology] 12, 212- 
218, Feb., 1949. 3 figs., 5 refs. 


787. Gastroscopic Observation in the Army with Special 
Reference to Gastritis 

R. R. HEFFNER. Gastroenterology [Gastroenterology] 12, 
199-203, Feb., 1949. 


788. Potassium Concentration in Human Gastric Juice. 
With Special Reference to Parasympathetic Stimulation 
during Insulin Hypoglycemia. A Clinical Study. [In 
English] 
J. SAEMUNDSSON. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 208, 1-139, 1948. 17 figs., bibliography. 


789. Postprandial Symptoms Following Subtotal 
Gastrectomy for Peptic Ulcer and Their Relationship to 
the Glucose Tolerance Curve 

S. E. ScHECHTER and H. NECHELES. Gastroenterology 
[Gastroenterology] 12, 258-274, Feb., 1949. 4 figs., 
36 refs. 


DISORDERS 


790. Prognosis and Treatment of Massive Ha 

from Gastric and Duodenal Ulcers. [In English] 

E. D. BARTELS. Acta Medica Scandinavica {Acta med. 
scand.| Suppl. 213, 61-73, 1948. 10 refs. 


791. Production of Gastroduodenal Ulcers in the 

by Continuous Subcutaneous or Intravenous Administration 
of Histamine 

M. E. HANSON, M. I. GRossMaN, and A.C. Ivy. Surgery 
[Surgery] 24, 944-951, Dec., 1948. 15 refs. 


INTESTINES 


792. Hirschsprung’s Disease and Idiopathic Megacolon 
M. F. D. STEPHENS, and B.C. H. WARD. Lancet 
[Lancet] 1, 6-11, Jan. 1, 1949. 5 figs., 17 refs. 


In this important paper 73 cases of idiopathic mega- 
colon in children are analysed. There were 39 examples 
of Hirschsprung’s disease, all except 3 in boys. 
Symptoms began at birth or very soon after. There was 
severe constipation with great abdominal distension 
which resembled clinically acute intestinal obstruction 
in the newborn. The various forms of treatment 
employed are reviewed and it is concluded that none so 
far described is curative. Radiologically, in Hirsch- 
sprung’s disease the rectum appears to be of normal or 
less than normal size, while above it, for a distance vary- 
ing from 1 to 12 in. (2-5 to 30 cm.), the gut is greatly 
narrowed. Above this again it opens by a wide funnel 
into a hugely dilated and gas-filled colon. Histological 
studies showed that in every case there was a complete 
absence of parasympathetic ganglion cells throughout 
the narrow segments and extending into the first 4 in. 
(10 cm.) of the dilated bowel. The treatment adopted 
by the authors is excision of the narrowed segment. 
This operation of recto-sigmoidectomy is carried out in 
four stages. It has been completed in 11 cases and in all 
the bowels now act regularly. 

In the remaining 34 children the clinical pattern was 
different. They were relatively fit and the disorder ran 
a benign course responding to medical measures, with 
relapses from time to time. Constipation if present from 
birth was mild and there was never delay in the passage 
of meconium. Faecal masses, as opposed to gas, dis- 
tended the colon. Radiologically there was simple 
dilatation of the colon which took the form of a terminal 
reservoir or of tubular dilatation of a longer segment. 
The management of these cases was based on three 
principles: thorough and repeated evacuation of the 
bowels, purgation, and education in normal bowel 
habits. Christopher Hardwick 


793. Inflammation of the Second Part of the Duodenum. 
(La duodénite de la seconde portion du duodénum) 

I. Pavet and A. P. PopEANU. Acta Gastro-Enterologica 
Belgica [Acta gastro-ent. belg.] 12, 7-16, Jan., 1949. 
8 figs., 15 refs. 


The behaviour of the duodenal loop has for some years 
attracted considerable attention in a number of European 
countries. The present paper consists only of generaliza- 


ed. 


ry 
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tions; the bibliography is scanty, and there are no case 
histories or statistics. The radiological signs of duodenitis 
are: (1) coarsening of the duodenal mucosal fold pattern; 
(2) stasis in the third part; (3) intermittent spasm of the 
second part; and (4) irritable to-and-fro peristalsis in 
the duodenal loop. Clinically there is tenderness on 


deep pressure in the right upper quadrant. Duodenal. 


intubation often fails, either because it is impossible to 
get the tube through the pylorus, or, if the tube passes, 
it.is repeatedly regurgitated back into the stomach. 
Microscopy of the duodenal contents demonstrates the 
presence of an excess of bacteria, cellular detritus, and 
leucocytes. There may be blood, which is ascribed to 
the extreme fragility of the duodenal mucosa. 

Duodenitis is found (1) in cases of long-prolonged 
catarrhal jaundice; (2) in ordinary catarrhal jaundice; 
(3) during epidemics of infective hepatitis in patients 
with the prodromal symptoms but who never develop 
jaundice; (4) associated with gastritis or peptic ulcer; 
(5) accompanying infection of the gall-bladder or ileo- 
caecal region, which is carried to the duodenum by the 
lymphatic system; (6) associated with such symptoms 
as headache, depression, neurasthenia, and loss of weight; 
(7) incidentally in healthy symptom-free persons. 
Duodenitis is thought to cause a variety of symptoms by 
interfering with the sphincter of Oddi, and by permitting 
the absorption of unchanged protein. 

[Rightly or wrongly, variations in the appearance of 
the duodenal loop are thought by most English and 
American radiologists to have little significance, and the 
present paper is unlikely to change this opinion, although 
it is a useful reminder of how little we understand 
duodenal motility.] Denys Jennings 


794. Nutritional Diarrhoea due to Vitamin A Deficiency 
V. RAMALINGASWAMI. Indian Journal of Medical 
Sciences [Indian J. med. Sci.] 2, 665-674, Nov., 1948. 
26 refs. 


Diarrhoea, moderate or severe, was the presenting 
symptom in 20 children, aged 24 to 9 years; all had ocular 
symptoms, with either keratomalacia or Bitot’s spots, and 
in nearly all of them there were night blindness, dryness 
of skin (often with follicular hyperkeratosis), brittle hair, 
and various constitutional disturbances. No evidence 
of infection was found except for spirochaetes and fusi- 
form bacilli in the faeces in 3 cases. As the home diets 
were known to be grossly deficient, the children were 
given a similarly deficient diet of rice and arrowroot 
gruel. The initial treatment consisted solely of vitamin 
A (“praepalin’’), 72,000 i.u. daily; the diarrhoea 
ceased within 48 hours in all cases, and the ocular con- 
dition began to improve. When the children had re- 
ceived the vitamin-A concentrate for 10 days they were 
taking solid food well, without diarrhoea, and were then 
put on to shark-liver oil. All the patients were dis- 
charged after 2 to 3 weeks’ treatment and were advised 
to continue with the shark-liver oil. Two of the 20 
patients were readmitted within 3 months with diarrhoea 
and again responded well to the vitamin-A concentrate. 
The author concludes that the diarrhoea was due to gross 
deficiency of vitamin A. Joseph Parness 


795. Argentaffine Tumors of the Gastro-intestinal 
Tract. Report of Eleven Cases 

C. H. Brown, R. P. BissoNNETTE, and H. H. STEELE. 
Gastroenterology ([Gastroenterology| 12, 225-233, Feb., 
1949. 1 fig., 28 refs. 


796. Observations on the Clinical Course of Non- 
specific Ulcerative Colitis 

Z. MARATKA and M. A. SPELLBERG. Gastroenterology 
[Gastroenterology] 12, 79-86, Jan., 1949. 10  figs., 
8 refs. 


See also Section Radiology, Abstract 586. 
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797. Liver Damage by Desoxycorticosterone 
E. S. Stnarko and H. NECHELES. Science [Science] 109, 
37-39, Jan. 14, 1949. 4 refs. 


Working at the Michael Reese Hospital, Chicago, the 
authors injected 7 normal mongrel dogs intramuscularly 
with 5 mg. desoxycorticosterone acetate in peanut oil 
daily for 5 days; this was followed after 5 days by a 
single injection of 25 mg., and 7 to 10 days later the 


animals were killed. Six of the dogs had 1% salt water 


to drink and one had tap water. Of 9 control dogs 5 
were untreated and 4 were given injections of the peanut 
oil solvent alone in the same dosage and frequency as the 
test animals, and received 1% saline to drink. The con- 
trol animals were killed 7 to 10 days after the last injec- 
tion of peanut oil, and necropsy revealed no gross or 
microscopical abnormality of any organ except that in 
2 of the 4 dogs receiving the peanut oil and 1% saline 
there was slight cloudy swelling of the liver. Clinically, 
the 7 test dogs were rather more excitable than the 
controls. At necropsy their livers were engorged and 
microscopical examination showed focal and diffuse 
necrosis (essentially central), fatty degeneration, hyper- 
aemia, haemorrhage, and accumulation of pigment. In 
the dog receiving desoxycorticosterone but no saline 
there were massive hyperaemia and marked pigmentation 
of hepatic cells only. It is concluded that the effects of 
desoxycorticosterone on the liver were toxic and were 
enhanced by the administration of additional salt. 
Walter H. H. Merivale 


798. Acidosis due to Large Doses of Methionine in 
Cirrhosis of the Liver. (L’acidose déterminée par les 
hautes doses de méthionine chez les cirrhotiques) 

H. BENARD, A. Gaspos, P. RAMBERT, and H. PEQUIGNOT. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 25, 
17-18, Jan. 2, 1949. 4 refs. 


The authors quote the case of a patient with Laénnec’s 
cirrhosis treated with 10 g. of methionine daily. This 
patient had successive episodes of delirium which 
coincided with the administration of the drug; each 
delirious episode ended a few days after methionine had 
been stopped. The last episode was terminated more 
rapidly by the administration of bicarbonate. The 
alkali reserve was found to be decreased to 38 vol. %. 
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In addition, 5 patients under treatment were investigated, 
and in all cases the alkali reserve decreased, although no 
acetone bodies were detected in the urine. Except in the 
one case cited the acidosis was not associated with 
symptoms. It was also ascertained that methionine 
caused the alkali reserve to fall in normal subjects, but to 
a lesser degree. There is an increase in the renal excre- 
tion of sulphates in all such cases. This acidosis is not 
a contraindication to treatment. J. F. Delafresnaye 


799. Cirrhosis Following Infectious Hepatitis. A Report 
of 5 Cases, in Two of Which There was Superimposed 
Primary Liver Cell Carcinoma 

W. H. SHELDON and D. F. James. Archives of Internal 
Medicine [Arch. intern. Med.| 81, 666-689, May, 1948. 
5 figs., 29 refs. 


Five cases of cirrhosis are reported which resulted, in 
the authors’ opinion, from chronic infective hepatitis. 
Primary hepatic-cell carcinoma was present in 2 cases. 
There is a brief summary of the literature on the outcome 
of infective hepatitis. 

Case and necropsy reports are given in detail. The 
clinical picture was essentially one of hepatic failure and 
portal hypertension associated with deviation of results 
of liver function tests. Icterus was present in 4 patients, 
ascites in 4, and gastro-intestinal haemorrhage in 3. 
[These figures are incorrectly given in one place in the 
text.] In 4 cases there was evidence of previous hepatitis, 
in 2 cases 10 or more years before the final episode. 
Chronic alcoholism was a complicating factor in 3. 

Morphologically the livers were similar. They were 
small except for the 2 in which carcinoma was present 
and the surfaces were studded with firm yellow nodules 
between which were areas in which the tissue was 
“shrunken and reddish gray’. The cut surfaces 
showed nodules against a background of atrophic tissue; 
the lobular structure was completely lost. Histologically 
there were large and small nodules of liver cells separated 
by bands and wide areas of stroma devoid of liver cells. 
There were many small bile ducts and general loss of 
lobular pattern. Many liver cells had regenerated and 
multinucleate and syncytial cells were common. Cells, 
especially in the central and midzonal regions of the 
lobules, showed degenerative changes, ranging from fatty 
degeneration to necrosis, accompanied by “ mild” 
infiltration with inflammatory cells. There was 
apparently no new formation of reticulum or stroma and 
no scarring in the portal spaces, where there was some 
chronic inflammatory infiltration. The findings in other 
organs were those associated with portal hypertension 
and included congestion and fibrosis of the spleen and 
oesophageal varices. 

Because of the active degenerative changes the authors 
regard these lesions as progressive and the end result 
of infective hepatitis. The term “cirrhosis”? could 


fairly be used if Mallory’s definition were accepted, that 
is, a sclerosed condition of the liver in which destruction 
of liver parenchyma is associated with real or apparent 
increase of fibrous tissue. The authors note that this 
definition does not require actual formation of connective 
tissue. The general picture was the same as that 
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described by Mallory as “ toxic cirrhosis ” (Bull. Johns 
Hopk. Hosp., 1911, 22, 69; New Engl. J. Med., 1932, 
206, 1231). B. G. Maegraith 


800. The Validity of Laboratory Evidence in the Diag- 
nosis of the Sequelae of Acute Hepatitis 

H. J. TUMEN and E. M. CoHN. Gastroenterology [Gastro- 
enterology] 12, 92-107, Jan., 1949. 23 refs. 


A series of tests of hepatic function—including estima- 
tions of serum bilirubin and urinary urobilinogen, dye 
tests, hippuric acid synthesis and various flocculation 
tests—were carried out on 21 patients who had suffered 
from acute hepatitis from 6 months to 10 years before. 
In 12 of these patients there was still clinical evidence of 
some hepatic disorder, while 9 seemed quite healthy, 
[The results indicate the difficulties of the whole problem, 
for the responses to the various tests showed extreme 
variability and the positive reactions were often slight. 
It may be stated frankly that such tests, in the circum- 
stances described by the authors, are of little value to the 
clinician unless accompanied by more direct evidence of 
hepatic disease. ] J. W. McNee 


801. Hepatitis Without Jaundice and Without Hepato- 
megaly 

T. J. Domenict. New England Journal of Medicine [New 
Engl. J. Med.] 240, 88-91, Jan. 20, 1949. 4 figs., 14 refs. 


This is a report of 4 cases with a prolonged illness 
characterized by remissions and exacerbations. The 
exacerbations were accompanied by abnormal reactions 
to the thymol turbidity and cephalin-cholesterol floccula- 
tion tests. None of the patients had enlargement of 
the liver or jaundice, but all had anorexia and tenderness 
in the right upper quadrant of the abdomen. Reactions 
to the Paul—Bunnell test were negative, and blood counts 
failed to show the lymphocytic picture of infectious 
mononucleosis. The disease developed in all 4 patients 
while they were living in the same building. 

. Alan Kekwick 


802. Chemical Studies on Experimental Hepatic Con- 
gestion in the Dog 

D. KERSHNER, T. C. Hooton, and W. G. FEINBERG. 
Archives of Surgery [Arch. Surg., Chicago] 57, 24-44, 
July, 1948. 12 figs., 14 refs. 


Hepatic congestion with portal hypertension was pro- 
duced in 4 dogs by a three-stage operation. Extensive 
chemical analyses of blood were made throughout the 
experimental periods, which lasted for 133 to 399 days. 
Ascites was present in all animals, and fluid was with- 
drawn to keep the body weight approximately constant. 
The final stage of the operation resulted in a decrease 
in total plasma protein, albumin concentration, albumin- 
globulin ratio, and total cholesterol and fibrinogen 
concentrations. This decrease is ascribed to loss of these 
constituents into ascitic fluid rather than to hepatic 
damage, an interpretation supported by the lack of 
change in non-protein nitrogen and glucose values in 
blood and phosphatase content of serum. Brom- 
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sulphalein clearance tests were carried out in 3 dogs only, 
and in one case the dye was retained. 

Histological findings in 2 dogs are given. The liver 
in one showed congestion of the centrilobular areas, with 
occasional haemorrhage and necrosis in this area. The 
spleen showed moderate sinus hyperplasia; there were no 
changes in pancreas and kidneys. In the other dog there 
was congestion, haemorrhage, and some necrosis in the 
liver, especially in the central zone of the lobule. Follicles 
were absent in the spleen; there were a few haemorrhages 
and moderate pulp congestion. The pancreas and 
kidneys were essentially normal. The necropsy findings 
in the other 2 dogs were intermediate in character. 
[No indication is given of whether the dogs died or were 
killed and the authors’ statement that operative procedures 
“ do not result in hepatic damage ”’ is equivocal.] 

W. H. Horner Andrews 


803. Studies in Cirrhosis of the Liver. I. Relationship 
between Plasma Volume, Plasma Protein Concentrations 
and Total Circulating Proteins 

G. I. HtLier, E. R. HUFFMAN, and S. Levey. Journal of 
Clinical Investigation [J. clin. Invest.) 28, 322-330, 
March, 1949. 1 fig., 33 refs. 


804. Physiological Considerations in Relation to Hepatic 
Disease 

C. S. Hicxs. Medical Journal of Australia (Med. J. 
Aust.} 1, 549-550, April 23, 1949. 1 fig. 


805. Hematologic Observations in Patients with Chronic 
Hepatic Insufficiency. Sternal Bone Marrow Morpho- 
logy and Bone Marrow Plasmacytosis 

T. JARROLD and R. W. ViLTEeR. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 286-292, March, 1949, 
2 figs., 23 refs. 


806. A Clinical Evaluation of a New Liver Function 
Test, the Colloidal Red Test, in Comparison with the 
Thymol Turbidity Test 

H. A. Strape, L. B. Dotti, and S. J. Iuka. American 
Journal of the Medical Sciences [Amer. J. med. Sci.) 217, 
448-452, April, 1949. 12 refs. 


807. The Effect of Liver Dysfunction on the Response to 
Dicumarol 

E. H. REISNER, J. NORMAN, W. W. FIELD, and R. BROWN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 217, 445-447, April, 1949. 1 fig., 6 refs. 


See also Section Pharmacology and Therapeutics, 
Abstract 555. 
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808. Chronic Recurrent Pancreatitis. I. Clinical and 
Laboratory Aspects 

R. O. MUETHER and W. A. KNIGHT. Gastroenterology 
[Gastroenterology] 12, 24-33, Jan., 1949. 1 fig., 9 refs. 


Every physician knows that certain well-known tests 
provide clear evidence of acute pancreatitis, but that a 


diagnosis of chronic pancreatitis is always difficult, both 
clinically and by any tests so far available. The authors 
review the clinical features and laboratory results in 
58 cases diagnosed as of chronic recurrent pancreatitis. 
They conclude [as others have done before them] that 
the clinical features are at best suggestive and never 
really diagnostic, and that laboratory tests are still in 
the main unhelpful. During acute exacerbations of 
chronic pancreatitis the serum diastase level may rise 
and remain elevated during remissions, and in very 
advanced disease the figure for the serum diastase value 
may be very low. J. W. McNee 


809. Chronic Recurrent Pancreatitis. II. Serial Serum 
Diastase Levels Following Prostigmine Stimulation 

W. A. KNIGHT, R. O. MueTHER, and A. J. SOMMER. 
Gastroenterology [Gastroenterology] 12, 34-48, Jan., 
1949. 11 figs., 12 refs. 


Previous experiments have shown that the pancreas 
may be stimulated by a variety of hormonal and chemical 
agents, and, in consequence, the levels of serum lipase 
and diastase may be made to rise. This has been said 
to apply only to normal individuals, and the results so 
far achieved in pancreatic disease are equivocal. The 
authors have used neostigmine methyl sulphate, 1 mg., 
as a stimulant in a series of patients—10 normal controls, 
22 subjects without evidence of pancreatic disease, and 
41 patients whose condition had been diagnosed as 
chronic pancreatitis; 7 cases of carcinoma of the head 
of the pancreas were also included. 

The authors claim that, after neostigmine administra- 
tion, serial serum .diastase values remain remarkably 
constant in all patients not suffering from pancreatic 
disease, whereas when chronic pancreatitis or carcinoma 
is present the serial serum diastase levels are abnormal. 
The authors attempt a classification of pancreatic disease 
based on their results. [These observations are obviously 
worth repeating. ] J. W. McNee 


810. The Effect of Secretin on Bile in Man 

M. I. GRossMAN, H. D. JANow1Tz, H. RALSTON, and K. S. 
Kim. Gastroenterology [Gastroenterology] 12, 133-138, 
Jan., 1949. 14 refs. 


This paper records experiments to determine the effect 
of secretin on bile in 5 female patients with post-operative 
biliary fistulae. The results show that secretin does 
stimulate bile formation in man, the increased volume 
being accompanied by decrease in viscosity and in 
concentration of both bilirubin and cholic acid. 

J. W. McNee 


811. Determination of the Plasma Glycine after 
Gelatin Feeding as a Diagnostic Procedure for Pancreatic 
Fibrosis 

H. N. CHRISTENSEN and H. SHWACHMAN. Journal of 
Clinical Investigation [J. clin. Invest.] 28, 319-321, March, 
1949. 4 refs. 


See also Section Paediatrics, Abstract 672. 
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812. Endocrine Modifications in Alloxan Diabetes in 
the Rat. (Les modifications endocriniennes au cours 
du diabéte alloxanique du rat) 

A. SouLarrac and P. Desctaux. Annales d’Endo- 
crinologie [Ann. Endocrinol., Paris} 9, 333-342, 1948. 
3 figs., 11 refs. 


Alloxan diabetes was produced in rats by injections of 
20 mg. alloxan on alternate days for 11 doses. A con- 
siderable reduction in activity occurs in a few days. 
Sexual activity is almost abolished. Spermatogenesis is 
interfered with. Appetite for carbohydrates at first 
decreases but later rises to twice the normal. In spite 
of increased carbohydrate consumption, up to 30% of 
body weight is lost during the treatment. Polydipsia 
develops on the 5th or 6th day. At first glucose absorp- 
tion is impaired but later it becomes better than normal. 
In the first 5 or 6 days there is hypoglycaemia, which may 
be fatal, and only later do the characteristic hyper- 
glycaemia and glycosuria appear. The latter is accom- 
panied by disappearance of all phosphatase activity in 
convoluted tubules. There ‘was a spontaneous remis- 
sion in 30% of animals several weeks after cessation of 
injections. 

Histological changes in the endocrine glands were 
studied. In the pituitary there is an early loss of granules 
from eosinophil cells, and basophil cells diminish greatly 
in number. Chromophobe cells become predominant. 
These changes begin to retrogress after the 13th day. In 
the adrenal, cortical hypertrophy develops which persists 
until the 18th day and then retrogresses. Inverse changes 
occur in the thyroid, the epithelium becoming flattened. 

The first 12 days are essentially characterized by a 
profound physiological disturbance, but thereafter a 
period of stable diabetes ensues and the body becomes 
readjusted to a new endocrine equilibrium. 

C. L. Cope 


THYROID GLAND 


813. Prolonged Methylithiouracil Treatment in Thyro- 
toxicosis. Results After Cessation of the Treatment 

E. MEULENGRACHT and K. KJERULF-JENSEN. Journal of 
Clinical Endocrinology [J. clin. Endocrinol.] 8, 1060- 
1073, Dec., 1948. 6 figs., 17 refs. 


The late results are here reported of treatment of 
thyrotoxicosis with methylthiouracil in 190 patients 
attending the Bispebjerg Hospital, Copenhagen. These 
patients, whose ages ranged from 15 to 78 years, com- 
menced treatment (all but 15 as in-patients) between the 
beginning of 1944 and October, 1947; 25% were regarded 
as mild, 61% as moderately severe, and 14% as severe 
cases. Treatment began with 0-25 g. three times a day 


usually for 2 or 3 months; the dose was reduced to 0-25 g. 
once or twice daily for a further few months and followed 
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by a final dose of 0-125 g. daily or three times a week, 
usually for several months. 

Treatment was interrupted in 7 patients (lack of co- 
operation in 2; thyroidectomy at patient’s request for. 
cosmetic reasons in 3; thyroidectomy because of tracheal 
compression in 2). In 13 patients another kind of treat- 
ment was substituted because of symptoms of hyper- 
sensitivity, which included agranulocytosis of benign 
type in a single case, quickly controlled by blood trans- 
fusion and penicillin injections Treatment was completed 
or was still in progress in 170 patients, the course usually 
lasting for 7 months; 50° were able to resume work 
within 1 month and 29% within 2 to 4 months of com- 
mencing treatment. True relapses (that is, a return of 
symptoms after 3 or more months without . treat- 
ment and symptoms) occurred in 10% and treatment 
had to be recommenced. In a few cases, symptoms 
returned within less than 3 months of cessation of treat- 
ment (false relapses); in 2 cases in particular this happened 
repeatedly. It was possible to obtain follow-up informa- 
tion on 101 patients who had completed treatment 3 to 
34 months (average 17 months) previously. 
patients 50% still had a goitre, the size of which was 
unchanged in half and diminished in the remainder. 
Relapses occurred in 10 patients who, after completing 
treatment, had had symptomless periods of from 9 to 
30 months. 

The authors emphasize that it was their plan to employ 
medical treatment in all cases of thyrotoxicosis, that this 
had to be abandoned in only a small number of instances, 
and that the over-all results of this treatment compared 
favourably with what might have been expected from 
subtotal thyroidectomy. G. I. M. Swyer 


814. Experimental Study of a Combination of Amino- 
thiazole and Iodine in the Rat. (Etude éxperimentale de 
l’association de l’aminothiazol et de l’iode chez le rat) 
G. LarocHe and J. Loeper. Annales d’ Endocrinologie 
[Ann. Endocrinol., Paris] 9, 497-505, 1948. 5 figs., 
2 refs. 


Injection into rats of aminothiazole in 8-mg. doses on 
alternate days leads to loss of colloid, hyperplasia, and 
increased vascularity of the thyroid. Injection of 0-5 
mg. of iodine prevents this. Aminothiazole causes an 
increase in the basophil cells in the anterior pituitary to 
double the normal. This change is slow to develop but 
persists for at least a month after cessation of injections. 
Unlike the effect on the thyroid it is not inhibited by 
giving iodine. The thyroid hyperplasia produced by 
aminothiazole subsides slowly after cessation of injections. 
Reappearance of colloid is hastened if iodine is given after 
the aminothiazole injections are stopped. The relation 
of these results to clinical experience with mixed iodine 
and antithyroid therapy in hyperthyroidism is discussed. 

C. L. Cope 
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815. Effects of the Antithyrotoxic Factor of Liver on 
Growth and Survival of Immature Rats Fed Massive Doses 
of Thyroactive Materials 

B. H. ErsHorr and H. B. MCWILLIAMS. Science 
[Science] 108, 632-633, Dec. 3, 1948. 6 refs. 


Three-week-old rats received one of two basal diets, 
diet A consisting of casein, salts, sucrose, and vitamins 
and diet B the same together with an extracted liver 
residue as source of antithyrotoxic factor. The diets 
were then supplemented with desiccated thyroid (0-5%), 
thyroxine (50 mg. per kg. of diet) thyroglobulin (0-1%) 
or iodinated casein (0-25 and 0-5°%) at the expense of 
sucrose. Gains in body weight and survival time were 
observed for a period of 8 weeks. Results showed the 
liver preparation to be beneficial in promoting both 
growth and survival in the presence of all the above 
thyrotoxic materials, particularly in rats given thyroxine 
100% of which survived for 8 weeks on diet B as 
against only 30% on diet A. J. Dawson 


816. Observations on Disorders of the Thyroid Gland 
Associated with Exposure of the Suprarenal Glands to 
X-rays. [In English] 

K. A. JARVINEN. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 37, 227-244, 1948. 1 fig., 
34 refs. 


A discussion of the interaction of the endocrine glands 
is followed by observations showing that lesions of the 
suprarenal gland may play a part in the causation of 
hyperthyroidism. The author describes a series of 23 
cases in which x rays were applied to the suprarenals, 
either intentionally in cases of hypertension and diabetes, 
or unintentionally during treatment of some other 
condition. The dosage ranged from 180 to 1,728 r. 
More or less severe hyperthyroidism developed in 17 
patients in 1 month to 3 months. After 6 months to 
3 years the symptoms receded, only a slight goitre and a 
labile psychic state remaining. In some cases an examina- 
tion before x-ray therapy was started had shown that a 
slight degree of hypothyroidism existed at the outset. 
Moreover the patients had passed the age at which 
acute exophthalmic goitre is likely. Several animal 
experiments are quoted which support the author’s thesis. 
The role of the pituitary in this connexion is also discussed. 

T. E. Graham 


817. The Measurement of the Iodine-accumulating 


Function of the Human Thyroid Gland 

F. R. KEATING, J. C. WANG, T. J. LUELLEN, M. M. D. 
WituiamMs, M. H. Power, and W. M. McCoNaAHEy. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
217-227, March, 1949. 15 refs. 


818. Relative Measurement in vivo of Accumulation of 
Radioiodine by the Human Thyroid Gland: Comparison 
with Radioactivity in Peripheral Tissues 

T. J. LUELLEN, F. R. KEATING, M. M. D. WILLIAMs, 
J. BERKSON, M. H. Power, and W. M. McCConaHEey. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 207— 
216, March, 1949. 6 figs., 10 refs. 
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819. The Behaviour of Radioiodine in the Blood 

W. M. McConantry, F. R. KEATING, and M. H. Power. 
Journal of Clinical Investigation {J. clin. Invest.] 28, 191- 
198, March, 1949. 4 figs., 15 refs. 


820. The Mechanism of the Secretion of Thyroid 
Hormone 

C. P. LEBLOND and J. Gross. Journal of Clinical Endo- 
crinology [J. clin. Endocrinol.| 9, 149-157, Feb., 1949. 
6 figs., 5 refs. 

821. Hyperplasia of the Parathyroids Associated with 
Osteitis Fibrosa in Rats Treated with Thiouracil and 
Related Compounds 

J. MALCOLM, W. E. GrigsBacu, F. BIELSCHOWSKY, and 
W.H. HALL. British Journal of Experimental Pathology 
(Brit. J. exp. Path.] 30, 17-23, Feb., 1949. 12 figs., 
16 refs. ~ 


822. Thyrotropic Hormone in Thyrotoxicosis, Malig- 
nant Exophthalmos and Myxoedema 

H. D. Purves and W. E. Griespacu. British Journal of 
Experimental Pathology [Brit. J. exp. Path.] 30, 23-30, 
Feb., 1949. 1 fig., 12 refs. 


823. Radioactive Iodine. Its Use in Studying Certain 
Functions of Normal and Neoplastic Thyroid Tissues 

R. W. Rawson, B. N. SKANsE, L. D. MARINELLI, and 
R. G. FLunarty. Cancer [Cancer] 2, 279-292, March, 
1949. 13 figs., 26 refs. 


See also Section Cardiovascular Disorders, Abstract 
696. 
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824. The Critical Requirement for Pantothenic Acid by 
the Adrenalectomized Rat 

M. E. and E. P. RAtut. Endocrinology [Endo- 
crinology] 43, 283-292, Nov., 1948. 3 figs., 12 refs. 


Rats which had been kept on a diet deficient in panto- 
thenic acid for 30 days were subjected to adrenalectomy 
and, while remaining on the same diet, were given 1% 
sodium chloride to drink. Almost all of them died 
within 25 days (average survival period 11-9 days). 
Survival was only slightly prolonged when the diet was 
supplemented with 0-03 mg. of pantothenic acid daily, 
although this dose permits optimal growth in normal 
10-week-old rats. When the supplement was increased, 
survival was correspondingly prolonged; and when 4 
to 6 mg. of pantothenic acid was given daily, half of the 
rats were still alive 150 days after adrenalectomy. Most 
of the surviving animals died when the saline was 
replaced by water, indicating that the removal of adrenal 
tissue had been complete. The resistance of the surviving 
rats to stress was demonstrated by their being able to 
withstand 25 minutes of swimming with only an 11% fall 
in blood sugar level, whereas that of rats which had not 
received pantothenic acid supplements suffered a 31% | 
fall when the animals were tested in the same way. 

Peter C. Williams 
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_ 825. Treatment of a Case of Addison’s Disease by . 
Implants of Testosterone and Desoxycorticosterone. 
Influence on Carbohydrate Metabolism. (Traitement 
d’un cas de maladie d’Addison par la testostérone en 
implantation associée a la désoxycorticostérone. In- 
fluence sur le métabolisme des hydrates de carbone) 

H. J. ERNouLD. Annales d’Endocrinologie [Ann. Endo- 
crinol., Paris] 9, 410-416, 1948. 28 refs. 


The author describes a case of Addison’s. disease in a 
man of 20 who was receiving implants of desoxycorti- 
costerone (DOCA) every 10 to 12 months in the form of 
four pellets of 100 mg. each. This treatment did not 
prevent the patient from having two attacks of hypo- 
glycaemic coma and several attacks of hypoglycaemia 
without actual coma. After 400 mg. of testosterone was 
implanted the hypoglycaemic reactions ceased, the blood- 
sugar level became steadier, and the patient put on weight. 
As has been noted before, the erythrocyte sedimentation 
rate was raised during the 5 weeks immediately after 
testosterone implantation, corresponding, it is thought, 
to the period of maximum absorption. Excretion of 
ketosteroids was not estimated. G. S. Crockett 


826. Mechanisms of Desoxycorticosterone Action: 
Effects of Liver Passage 

D. M. Green. Endocrinology [Endocrinology] 43, 325- 
328, Nov., 1948. 1 fig., 11 refs. 


The possibility of hepatic inactivation of desoxy- 
corticosterone acetate was tested by comparing the toxic 
effects of large doses given as tablets implanted sub- 
cutaneously with those of similar doses implanted in the 
spleen. When 20-mg. tablets were placed under the skin 
of rats, their fluid intake (of isotonic saline) rose 50 to 
100% within a fortnight, and the average maximum blood 
pressure rose from 114 to 180 mm. Hg by the 12th week, 
most of the rats dying during the third and fourth months 
of the experiment. When similar tablets were implanted 
in the spleen, the fluid intake rose only 10% and soon 
reverted to normal, whereas the average maximum blood 
pressure in the 12th week was only 128 mm. Hg; the 
only death that occurred was due to the implantation 
operation. The author concludes that desoxycorti- 
costerone resembles the sex steroids in being inactivated 
in the liver. Peter C. Williams 


827. Mechanisms of Desoxycorticosterone Action. 
IV. Relationship of Fluid Intake and Pressor Responses to 
Output of Antidiuretic Factor 

J. G. SKAHEN and D. M. GREEN. American Journal of 
Physiology [Amer. J. Physiol.| 155, 290-294, Nov., 1948. 
2 figs., 7 refs. 


The subcutaneous implantation of 20-mg. pellets of 
desoxycorticosterone in immature rats was followed by 
increases in fluid intake, blood pressure, and urinary 
output of antidiuretic factor. The substitution of 


isotonic sodium chloride solution for drinking water in 
animals not receiving desoxycorticosterone produced an 
increased output of antidiuretic factor without a signi- 
ficant rise in blood pressure. The urinary output of 


antidiuretic factor was found to be proportional to the 
increase in fluid intake, whether this was produced by 
salt administration alone, desoxycorticosterone alone, or 
a combination of both. The action of desoxycorti- 
costerone in this respect was apparently due to the 
disturbance it causes in fluid exchange. No relation 
between antidiuretic factor and blood pressure was 
disclosed. R. A. Gregory 


828. Nature and Significance of Neutral Steroids in 
Human Urine in Normal and in Abnormal States: With 
a Preliminary Consideration of the Adrenal and Gonadal 
Steroids and the Factors which Influence their Secretion 
and Biological Action 

W.W.ENGstrom. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 21, 21-85, Oct., 1948. 4 figs., 
bibliography. 


829. Width of Adrenal Cortex in Lymphatic Leukemia, 
Lymphosarcoma and Hyperthyroidism 

P. M. LeCompte. Journal of Clinical Endocrinology 
[J. clin. Endocrinol.] 9, 158-162, Feb., 1949. 22 refs. 


830. The Effects of Deprivation of Water on the 
Adrenal Glands of Rats 

J. NicHots. American Journal of Pathology [Amer. J. 
Path.) 25, 301-307, March, 1949. 2 figs., 24 refs. 


831. The Effect of Corticotrophic Hormone and Oéestro- 
gen on Liver Glycogen Content and Phosphate Metabolism 
in the Adrenal Cortex. [In English] 

C. A. GEMZELL. Acta Endocrinologica [Acta endocrinol., 
Bucarest] Suppl. 1, 5-75, 1948. 13 figs., bibliography. 


832. Pheochromocytoma of the Adrenal Medulla. A 
Clinicopathological Study of Five Cases 
S. D. Spatr and D. M. GrayZzEL. American Journal of 
the Medical Sciences [Amer. J. med. Sci.| 216, 39-50, 
July, 1948. 7 figs., 21 refs. : 


833. Cholesterol of the Human Adrenal Gland. Its 
Significance in Relation to Adrenal Function and Structure 
W. F. Rocers and R. H. Witiiams. Archives of Patho- 
logy [Arch. Path.] 46, 451-466, Nov., 1948. 3 figs., 40 
refs. 


See also Section Cardiovascular Disorders, Abstract 
703; Section Digestive Disorders, Abstract 797. 
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834. Grafted Mouse Ovaries and their Adrenal Cortical 
Function 

R.T. Hit. Endocrinology [Endocrinology] 42, 339-351, 
May, 1948. 10 figs., 10 refs. 


Following the demonstration by Lipschutz in 1932 
that male characteristics developed in a guinea-pig 
bearing a grafted ovary, the hypothetical androgenic 
activity of grafted ovaries has been intensively studied. 
No specific androgen has been isolated, and there is no 


— 


no 
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general agreement about the mechanism of androgen 
production. 

The present work is an attempt to demonstrate adrenal 
cortical activity in the transplants by an investigation of 
their effect on the survival of adrenalectomized Swiss 
albino and Strong CHI mice, 105 animals being used to 
determine the survival time of the colony after adrenal- 
ectomy. All died within 29 days, and there was no 
significant difference between the sexes or the strains; 
19 albino females spayed before adrenalectomy survived 
for a much shorter period (mean 6-7 days). This is 
attributed to the absence of gonads. Three groups of 
experimental animals were studied: (I) 108 females with 
autografts of ovaries in their ears; (II) 38 males with 
two ovaries grafted into the right testis; (III) 28 males 
with grafts in their ears. After grafting the ovaries, at 
least 2 weeks was allowed before removal of adrenal 
tissue, which was done in two stages, the right adrenal 
being removed | or 2 weeks before the left. 

Of the experimental animals, half died within the first 
29 days after adrenal removal and were apparently not 
benefited by the presence of the grafts; 13 of the re- 
mainder were excluded, because adrenal cortical tissue 
was found at necropsy. About 45% of the experimental 


- animals lived longer than the 29-day control interval, 


one surviving for 35 days and 2 for 213 and 330 days; 
these 2 died 7 and 15 days after removal of the ovarian 
grafts. Females appeared to benefit more than males 
from the protection offered by the grafts. 

Two growth curves are reproduced, which illustrate 
an anomaly in the behaviour of one group of the experi- 
mental animals. After removal of the ovarian grafts 
32 days after adrenalectomy, the animals survived for 
another 50 and 70 days respectively. [The total number 
of animals in this group is not stated.] It is thought 
that small nests of adrenal tissue were left after adrenal- 
ectomy and were allowed time to hypertrophy during the 
32 days in which protection was offered by the ovaries. 
{No histological confirmation is offered.] In the control 
group, 98% of adrenalectomies were so complete as to 
cause death within 29 days. 

Histological study of the transplants showed no 
difference between ovaries which had apparently pro- 
longed survival and those which had been ineffective. 

G. C. Kennedy 


835. Progesterone and Estrogen in the Experimental 
Control of Ovulation Time and Other Features of the 
Estrous Cycle in the Rat 

J. W. Everett. Endocrinology [Endocrinology] 43, 389- 
405, Dec., 1948. 7 figs., 42 refs. 


For the experiments described in this paper the author 
used a colony of inbred rats of various strains maintained 
under controlled conditions of lighting. Observation 
showed that the oestrous cycle of the different strains 
was predictable to a high degree., Three types of cycle 
were available: 4-day and 5-day cycles and the persistent- 
oestrus condition. 

The principal results may be summarized as follows: 
Injection of 1 to 2 mg. of progesterone on the third day 
of dioestrus in rats with a 5-day cycle accelerated ovula- 


tion and vaginal cornification by 24 hours. Odcestrogen 
administered on the third day had no demonstrable 
effect, but when it was given on the second day the results 
resembled those produced by progesterone given on the 
third day. In rats with a 4-day cycle, progesterone 
injected on the second (final) day of dioestrus had no 
effect on ovulation, but when given on the first day, 
ovulation was retarded by one day, the 4-day cycle 
thereby becoming a 5-day one. By continued daily 


‘injection of progesterone the cycle could be lengthened 


by the same number of days as there were injections. In 
the artificial 5-day cycle, injection of progesterone—that 
is, a second injection—on the third day or of oestrogen 
on the second day produced the same results as in the 
normal 5-day cycle. In persistent-oestrus rats pro- 
gesterone had been shown in a previous report (Everett, 
Endocrinology, 1943, 32, 285) to induce an ovular cycle 
in 70% of cases; it was now observed that oestrogens 
failed to cause ovulation when given on the second day 
of the dioestrous interval of such cycles, but that if a 
state of pseudo-pregnancy”’ were induced by con- 
tinued progesterone administration, a single injection of 
oestrogen could then induce ovulation in a significant 
number of cases. 

The discussion of these results centres mainly upon 
the evidence presented that, contrary to the generally 
held view that the principal effect of progesterone on the 
hypophysis is suppression of luteinizing hormone secre- 
tion, progesterone can facilitate ovulation in the rat when 
oestrogen levels are elevated. This it may do either by 
modifying the threshold to oestrogen of the luteinizing 
hormone release mechanism, or by modification of the 
metabolism of oestrogens. 

(For the clinician, the chief interest of these findings 
lies in their being an addition to the body of experimental 
evidence that suitable treatment with oestrogens and 
progesterone can determine the pituitary activity neces- 
sary to induce ovulation. There is no doubt that, in at 
least some women with anovular cycles, treatment with 
properly arranged courses of oestrogens and progesterone 
(or oral ethisterone) can result in ovulation, which may 
recur in succeeding cycles after cessation of the treatment.] 

G. I. M. Swyer 


836. Inactivation of Oestrogenic Hormone by Women 
with Vitamin B Deficiency 

B. ZonpEK and A. BRZEZINSKI. Journal of Obstetrics 
and Gynaecology of the British Empire [J. Obstet. Gynaec. 
Brit..Emp.] 55, 273-280, June, 1948. 13 refs. 


Biskind claimed that oestrogen inactivation in the 
liver is dependent on an adequate supply of vitamin B, 
and suggested that clinical manifestations of hyper- - 
oestrogenaemia may be produced by vitamin-B lack. 

In this paper a detailed study of 14 women, in whom 
vitamin-B deficiency developed in Palestine during the 
war, was made with the aid of vaginal smears, endometrial 
biopsy, oestrogen determinations in blood and urine, and 
the oestrone clearance test of Zondek and Black. There 
were three groups of patients: 6 were menstruating 
regularly, 6 had pregnancies complicated only by 
vitamin-B deficiency, and 2, in addition to being pregnant, 
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had severe infective hepatitis. All the tests suggested 
that there was no interference with inactivation either of 
endogenous or exogenous oestrogen in vitamin-B 
deficiency. There were no symptoms of hyperoestrinism 
such as uterine enlargement or cystic mastitis, and the 
vaginal smears were normal. Endometrial biopsy 
specimens in the premenstrual phase showed a normal 
progestational pattern. Odcstrogen titres in the blood 
and urine were normal and oestrone, when injected for 
an oestrone clearance test, was inactivated in the normal 
manner. The pregnant women also showed no impair- 
ment of oestrogen inactivation or abnormality of 
oestrogen level in the blood, even in the presence of severe 
hepatitis. In all the 8 pregnant women there was a 
normal progestational endometrium and normal vaginal 
smear. It is concluded that vitamin B is not an essential 
factor in the oestrogen-inactivation mechanism. 
G. C. Kennedy 


837. Absorption and Excretion of Chorionic Gonado- 
tropin Administered Intramuscularly in Women 

J. T. BRADBURY and W. E. Brown. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 8, 1037-1042, Dec., 
1948. 4 figs., 3 refs. 


The authors describe an investigation in which 10,000 
iu. of chorionic gonadotrophic hormone were injected 
intramuscularly into women and its rate of excretion in 
the urine measured. The urine was collected in 12-hour 
specimens for up to 120 hours, and the volume of urine 
excreted during periods of 1, 3, and 6 minutes respectively 
was injected into immature female rats. The result was 
considered positive when there were corpora lutea in the 
ovaries 96 hours after the first injection. Approximately 
half of the injected hormone could be accounted for in 
the urine. When an aqueous solution was used the 
hormone first appeared in the urine about 12 hours after 
the injection, the maximum concentration being reached 
at 24 hours and continuing for 96 hours after injection. 
When the hormone was injected in oil and wax or in 
cholesterol the excretion was delayed until more than 
12 hours after the injection; the maximum concentration 
was not so high as when an aqueous solution was used 
and did not continue for more than 72 hours after the 
injection. It is suggested that the filtration rate of the 
hormone through the kidneys is so slow normally that 
there is no advantage to be gained from using an oily 
medium to delay absorption. A. C. Crooke 


838. Excretion of Urinary Steroids in Hypertension 
During the Menstrual Cycle, Pregnancy, and Amenor- 
rhoea. (Elimination des stéroides urinaires dans I’hyper- 
tension au cours du cycle menstruel, de la grossesse et 
de l’aménorrhée) 

M. F. Jayte and J. Bret. Annales d’Endocrinologie 
[Ann. Endocrinol., Paris] 9, 390-395, 1948. 2 refs. 


The excretion of urinary steroids in hypertensive 
women has been compared with that in normal subjects. 
The series consisted of 48 hypertensive women, of 
whom 17 were menstruating normally, 15 were pregnant, 
and 16 were either menopausal or had amenorrhoea. 


Total steroid glucuronides, pregnanediol glucuronide, 
17-ketosteroids, and in some cases phenol steroids were 
estimated in the hypertensive patients with normal 
menses; in only one was excretion normal. Preg- 
nanediol glucuronide excretion was generally reduced, 
and the level corresponded with the endometrial biopsy 
picture, both giving evidence of hypoluteinism. Keto- 
steroid excretion was greatly reduced in most of the 
patients and never exceeded the lower limit of normal. 
Phenol-steroid excretion was normal in the cases 
examined. In pregnancy with hypertension pregnanediol- 
glucuronide excretion was generally less than half the 
normal at the same stage of pregnancy. C. L. Cope 


839. Metabolism of Testosterone and Methyltesto- 
sterone. Fractional Estimation of Non-phenolic Urinary 
17-Ketosteroids After Implantation of Tablets of Crystals, 
(Métabolisme de la testostérone et de la méthyltesto- 
stérone. Dosage fractionné des 17-cétostéroides non 
phénoliques urinaires aprés implantation de comprimés 
cristallins) 

R. Devis and J. Férin. Annales d’Endocrinologie [Ann. 
Endocrinol., Paris] 9, 417-426, 1948. 4 figs., 22 refs. 


The authors have used the method of chromatographic 
analysis for the separation of non-phenolic 17-keto- 
steroids in persons receiving implants of testosterone and 
methyltestosterone. Adsorption was by Brockman 
column and elution with benzene and benzene-ethanol 
mixture. The main fractions in normal subjects 
corresponded to dehydroisoandrosterone, androsterone, 
and aetiocholanolone fractions. 

In a woman in whom ovariectomy had been performed 
27 analyses were carried out before and after implanta- 
tion of 400 mg. of testosterone. There was a moderate 
increase in the androsterone and aetiocholanolone 
fractions. In a cryptorchid boy of 15 excretion of all 
fractions was low, but after implantation of 400 mg. of 
compressed testosterone, androsterone and _aetio- 
cholanolone excretion increased. 

It is suggested that analysis for the excretion rates of 
these two fractions before and after testosterone implanta- 
tion may be of value as a guide to adequacy of treatment. 

C. L. Cope 


840. The Effect of Sex Hormones on Growth. (Zur 
Wirkung von Sexualhormonen auf das Wachstum) 

B. CaGIANUT. Schweizerische Zeitschrift fir Pathologie 
und Bakteriologie |Schweiz. Z. Path. Bakt.] 11, 598-616, 
1948. 7 figs., 13 refs. 


Previous work has shown that the sex hormones, 
applied to tissue cultures, produce abnormal behaviour 
of chromosomes, and slowing or arrest of mitosis in 
metaphase. With the exception of desoxycorticosterone 
and progesterone, they do not affect mitotic frequency. 
Hormones of the male and female series produce quali- 
tatively similar effects, and in neither case is degree of 
action on division proportional to hormonal activity. 

The author examined the action of methyltestosterone, 
oestradiol, and stilboestrol, separately and in combina- 
tion, on cultures of rabbit fibroblasts. He confirmed 
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“that each by itself produces the types of abnormality 


previously described. When methyltestosterone and 
oestradiol, which have opposing hormonal effects, were 
applied together to tissue cultures, they did not antagonize 
each other’s action, nor was there any evidence of 
summation: the effect was similar to that of the com- 
ponent of higher activity applied alone. When 
stilboestrol and methyltestosterone were applied together 
there appeared to be some summation of effects. Thus, 
no evidence of parallelism between activity as sex 
hormone and effect on division of cells was obtained. 
M. H. Salaman 


841. On the Influence of Oestrogenic Hormones on the 
Male Accessory Genital System. [In English] 

J. V. THorsorG. Acta Endocrinologica [Acta endo- 
crinol., Kbh.] Suppl. 2, 1-214, 1948. 42 figs., 
bibliography. 


842. Urinary Excretion of Od6cstriol in Women after © 


Administration of Stilboestrol. (Eliminazione urinaria 
di estriolo nella donna dopo somministrazione di 
stilbenici) 

R. Canpipo. Archivio di Ostetricia e Ginecologia 
[Arch. Ostet. Ginec.] 54, 112-126, Jan.-Feb., 1949. 
2 figs., 15 refs. 


843. The Influence of Gonadal Hormones on _ the 
Composition of the Blood and Liver of the Domestic Fowl 
R. H. Common, W. BoLTon, and W. A. RUTLEDGE. 
Journal of Endocrinology [J. Endocrinol.] 5, 263-273, 


~ June, 1948. 2 figs., 11 refs. 
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844. Studies in Growth. I. Inter-relationship Between 
Pituitary Growth Factor and Growth-promoting Androgens 
in Acromegaly and Gigantism. II. Quantitative Evalua- 
tion of Bone and Soft Tissue Growth in Acromegaly and 
Gigantism 

L. W. KinseELL, G. D. MICHAELS, C. HAo LI, and W. E. 
LarseN. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.] 8, 1013-1036, Dec., 1948. 13 figs., 12 refs. 


Prepubertal growth in children and growth in active 
acromegaly are associated with a raised level of pituitary 
growth hormone in the plasma and of serum inorganic 
phosphorus. Pubertal growth is associated with an 
increased production of steroid hormones with normal 
levels of pituitary growth hormone in the plasma and 
serum inorganic phosphorus. It is therefore postulated 
that the phosphorus level is a measure of growth-hormone 
production, and it has been shown that administration of 
oestrogens in active acromegaly restores the phosphorus 
level to normal. 

In the present study an acromegalic and an acromegalic 
giant were the subjects of prolonged balance studies 
before, during, and after a period of treatment with 
testosterone. Testosterone caused a fall in the levels of 
serum calcium and phosphorus but no change in phos- 
phatase value. The treatment increased an already 


slightly positive nitrogen—phosphorus balance. It caused. 


a negative calcium balance with a very high output of 
calcium in the stools and low calcium output in the urine. 
In one patient the creatine excretion with urine, although 
it had been high, fell to normal, and the amounts of uric 
acid and amino-acid nitrogen excreted increased in both 
patients during treatment. The level of pituitary growth 
hormone was measured in the plasma of one patient 
before and at the end of treatment. Initially it was 
markedly increased but after treatment it fell to normal. 
A. C. Crooke 


845. Localization of Certain Functions in the Anterior 
Lobe of the Pituitary. (Localisations de certaines 
fonctions dans le lobe antérieur de l’hypophyse) 

A. Giroup and M. MArTINET. Annales d’ Endocrinologie 
[Ann. Endocrinol., Paris] 9, 343-349, 1948. 21 refs. 


Martinet had previously found that in the anterior 
lobe of, ox and pig pituitary the basophil cells are pre- 
dominantly median and anterior, the eosinophil cells 
being situated more posteriorly and laterally. The 
authors compared the endocrine activity of basophil and 
eosinophil areas of the anterior lobes by observing the 
effects of implantation of the separate zones. Chromato- 
phore-stimulating hormone was present in _ higher 
concentration in basophil than in acidophil zones, but 
the highest concentrations were in the intermediate lobe. 
Adrenocorticotrophic hormone was present in the 
basophil zone but not in the eosinophil zone. Gonado- 
trophic hormone was present in small amount in the 
eosinophil zone but in much greater quantity in the 
basophil zone. Follicle stimulation and luteinization 
were produced by the basophil zone, but the authors 
suggest that luteinization may have been due to the 
presence of some eosinophil cells in the basophil zone. 
[No experimental evidence is, however, brought forward 
in support of this suggestion.] C. L. Cope 


846. Basophilic Infiltration in the Neurohypophysis 
M. L. Bayoumi. Edinburgh Medical Journal (Edinb. 
med, J.) 55, 742-744, Dec., 1948. 4 figs., 8 refs. 


Basophil cells of the anterior lobe were found infiltrating 
the pars nervosa in 118 out of 200 pituitary glands 
obtained at necropsy. R. A. Willis 


847. Rathke’s Cleft and Its Cysts 
M. L. Bayoumi. Edinburgh Medical Journal [Edinb. 
med. J.] 55, 745-749, Dec., 1948. 26 refs. 


Cysts of Rathke’s cleft, lined in part at least by ciliated 
epithelium, were present in 26 out of 200 pituitary glands 
obtained at necropsy. R. A. Willis 


848. Foetal Cell Adenomata of the Hypophysis Cerebri 
M. L. Bayoumi. Edinburgh Medical Journal {Edinb. 
med. J.) 55, 750-753, Dec., 1948. 7 figs., 12 refs. 


So-called foetal-cell adenomata of the pituitary are 
described and illustrated. These show perivascular and 
papillary patterns not seen in the ordinary adenomata. 
[The term “‘ foetal’ is as regrettable here as it is in the 
case of the thyroid adenomata. ] 


R. A. Willis 
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849. Mustard Gas Derivatives in Dermatology. (Les 
dérivés de l’ypérite en dermatologie) 

G. A. HARLEZ. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 500-506, Nov., 
1948. 14 refs. 


A description is given of the constitution, mode of 
action, toxic effects, and results of treatment of certain 
skin diseases with nitrogen mustards. 

There is a useful summary with bibliography. 

James Marshall 


850. A Clinical Evaluation of the Effectiveness of 


Hydryllin in the Treatment of a Variety of Dermatoses, — 


with Observations on the Effect of Placebo Therapy 

D. M. Pittsspury, D. J. Perry, and C. S. Livincoop. 
Journal of Investigative Dermatology [J. invest. Derm.] 
11, 455-460, Dec., 1948. 11 refs. 


A tablet of “ hydryllin’’ contains 25 mg. of diphen- 
hydramine (‘* benadryl ’’) and 100 mg. of aminophylline. 
The latter is designed to augment the antihistamine effect 
of, and reduce side-effects produced by, the former. 
The initial dose given to 154 patients with dermatoses 
was one tablet 3 to 4 times daily, the dose being increased 
to 2 tablets every 4 to 6 hours if there were no response 
and no side-effects. Hydryllin was most effective in 
acute and chronic urticaria, angioneurotic oedema, and 
penicillin dermatitis. 

Some of the patients with contact dermatitis and 
atopic dermatitis obtained a measure of relief. No 
improvement was noted in most cases of eczematous 
dermatitis, pruritus ani and vulvae, localized neuro- 
dermatitis, neurotic excoriations, lichen planus, psoriasis, 
and erythema multiforme. Control placebo therapy 
assisted evaluation by eliminating psychogenic factors. 
There were side-effects in 19-5% of cases. 

James Marshall 


851. Some Remarks on the Common Ulcers of the Leg 
in the Tropics and Subtropics with a Description of 
Tropicaloid Ulcer (Mycetoid Desert Sore) 

A. CASTELLANI. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.) 5 51, 245-254, Dec., 1948. 
9 figs. 


The author briefly describes the three well-known 
types of skin ulcer found in tropical and subtropical 
countries: (1) ulcus tropicum due to Bacillus fusiformis 
associated with Spirochaeta schaudinni (Borrelia refrin- 
gens); (2) ulcus veldis caused by Corynebacterium 
diphtheriae; (3) ulcus pyogenicum due to the pyogenic 
cocci, and adds a fourth; (4) ulcus tropicaloides or 
mycetoid desert sore. 

Tropicaloid ulcer is commonest on the lower limbs, 
the ulcers being multiple, rounded or oval, and of a 


diameter of 1 to 4 cm. The edge is not raised and 
removal of the crust leaves a red base. The ulcers are 
not painful and cause no lymphangitis or adenopathy, 
On an agar medium with 1% trypsin Gram-negative 
coccoid or cocco-bacillary organisms designated Micro- 
coccus mycetoides are regularly grown. From. the 
excellent illustrations it would seem that Koch’s postulates 
have been satisfied in experiments on human transmission. 
Neither penicillin nor sulphonamides are specific in 
treatment, which is satisfactorily carried out with 
** dermatol ” or iodoform preparations. 
Clement Chesterman 


852. Graphic Demonstration of the Skin Surface by a 
New Method. (Bildhafte Erfassung der menschlichen 
Haut nach einem neuartigen Verfahren) 

P. M. KReTSCHMER. Dermatologische Wochenschrift 
[Derm. Wschr.] 119, 483-487, 1947. 9 figs., 1 ref. 


The skin area to be depicted is swabbed with 3% 
hydrogen peroxide and a small photographic paper, 
plate, or x-ray film is evenly held against it for some 20 to 
30 seconds in the dark-room. If a dark-room is not 
available, less good results can be obtained by wrapping 
the photographic material in dark paper and exposing it 
for a longer period. It is thought that during the rapid 
disintegration of hydrogen peroxide radiation occurs, 
and this is recorded on the photographic plate. Skin 
areas so “ photographed” were between 4-56 and 
9x12 cm. in size. The pictures give good surface 
details of a peculiar almost microscopical quality. [The 
advantages of and indications for this method are not yet 
clear.] G. W. Csonka 


853. Exfoliative Cheilitis. (Queilosis exfoliativa) 
M. R. Castex. Prensa Médica Argentina [Prensa méd. 


argent.| 35, 2445-2450, Dec. 24, 1948. 


Three cases of chronic exfoliative cheilitis are reported. 
In the first case Entamoeba histolytica was found in the 
faeces; emetine and “ yatren”’ cured both amoebiasis 
and cheilitis. Amoebae were detected also in the second 
case, but here the patient became intolerant to emetine; 
subsequent relapses, which followed a temporary 
improvement, were controlled by “ pentanol ” (alcohol 
from pantothenic acid). In the third case lamblia was 
found in the intestine; antiparasitic treatment did not 
influence the condition of the lips which —after unsuccess- 
ful attempts with antibiotics and various vitamins— 
yielded to pentanol. A. Lilker 


854. A New Body Deodorant. Its Nonallergenic 
Properties and Usefulness 

T. F. B. DARNELL. Archives of Dermatology and Syph- 
ilology [Arch. Derm. Syph., Chicago] 58, 451-454, Oct., 
1948. 1 ref. 
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g55. Acrodermatitis enteropathica. Report of Two 
Additional Cases. [In English] 

N. DansBo_T. Acta Dermato-Venereologica [Acta derm.- 
yenereo!l., Stockh.] 28, 532-543, 1948. 6 figs., 4 refs. 


In 1942 the author, in collaboration with Closs, 
described a condition which he named acrodermatitis 
enteropathica, a systemic disease in which gastro- 
intestinal dysfunction seems to be the main genetic 
factor. Periodic steatorrhoea was observed in some 
cases. He now reports 2 further cases, one of them in 
detail. This patient, who was 19 months old when first 
seen, had had periodic diarrhoea since the age of 9 
months, with a concomitant rash on the face and around 
the anus and the prominent parts of the body (acro- 
dermatitis); paronychia, conjunctivitis, and _ total 
alopecia were also present. A transient improvement in 
the condition occurred when the child was entirely 
breast-fed. Her temperature was not raised during the 
week she was in hospital. Treatment with thyroid, 
penicillin, sulphathiazole, and vitamins was ineffective, 
and the child died in a state of marasmus at the age of 
24 years. A second case, in a girl 11} years, is briefly 
mentioned. The disease is often familial and begins 
at the time of weaning. During the periods of aggrava- 
tion the otherwise normal behaviour may become 
schizoid. The affection apparently always ends fatally 
within a few years. It is to be differentiated from 
acrodermatitis continua Hallopeau, moniliasis, and 
epidermolysis bullosa hereditaria dystrophica. Labora- 
tory and clinical investigations have not shed any light 
on the aetiology of this rare disease, but the author 
considers the possibility of the existence of a pathological 
condition within the alimentary tract affecting the 
metabolism. G. W. Csonka 


856. Plasma Protein and Dermatitis. Preliminary 
Report 

H. L. Keim, D. C. Friscu, and A. E. PALMER. Archives 
of Dermatology and Syphilology {Arch. Derm. Syph., 
Chicago] 58, 314-334, Sept., 1948. 35 refs. 


857. Contact Dermatitis of Celery Farmers 

J. G. WIiswELL, J. W. Irwin, E. F. Gusa, F. M. RACKE- 
MANN, and L. L. Neri. Journal of Allergy {J. Allergy] 19, 
396-402, Nov., 1948. 9 refs. 


858. Examples of Cross Sensitization in Allergic 
Eczematous Dermatitis 

R. L. BAER. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 276-285, Sept., 1948. 
25 refs. 


859. Textile Dermatitis in Men 

G. A. G. PETerKIN. Archives of Dermatology and 
Syphilology [Arch. Derm. Syph., Chicago] 58, 249-264, 
Sept., 1948. 3 figs., 19 refs. 


860. Dermatitis of the Hands due to Ingested 

B. H. Winston and R. L. Sutton. Archives of Derma- 
tology and Syphilology {Arch. Derm. Syph., Chicago] 58, 
16 refs. 
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861. A Contribution to the Problem of the Etiology 
and Pathogenesis of Psoriasis. [In English] - 

R. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.| 28, 571-584, 1948. 1 fig., 
12 refs. 


The author found that in over 50% of his cases of 
psoriasis there were positive streptococcal agglutination 
reactions, most marked in patients with psoriasis guttata. 
These reactions are thought to be due to the presence of 
infection elsewhere—for example, in the respiratory tract. 
In a control group with other skin conditions, only half 
as many positive agglutination reactions were obtained. 
The author describes 12 cases of acute psoriasis, in 7 of 
which the condition appeared to follow infections of the 
upper respiratory tract. He believes that the infections 
causing rheumatic polyarthritis also give rise to psoriasis 
in persons with a predisposition to this disease. This 
would explain not only the occurrence of polyarthritis in 
psoriasis, but also the similarity of the affection to that 
found in what the author terms chronic rheumatic 
polyarthritis. G. W. Csonka 


862. Symmers’s Disease. (Die Symmerssche Erkrank- 
ung) 

G. A. Rost. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 187, 331-349, 1948. 1 fig., 
14 refs. 


Symmers described, in 1938, a condition characterized 
by general adenopathy and chronic erythrodermia. The 
author reports on 7 cases, of which 5 showed generalized 
erythrodermia, 1 psoriasis, and 1 prurigo. Pruritus was 
very marked in all cases. Histologically the skin showed 
only inflammatory perivascular changes, and no evidence 
of mycosis fungoides or lymphogranulomatosis. In one 
case alopecia totalis developed. The adenitis affected 
mainly the axillary, inguinal, and popliteal lymph nodes, 
and there was little evidence of internal lymph-node 
enlargement. The nodes were firm, painless, and not 
adherent to the surroundings; on section there were great 
enlargement of the lymph follicles and some eosinophils 
and epithelioid cells, but no giant cells. The spleen was 
not enlarged and the bone marrow (femur) showed no 
evidence of lymphadenoma. The significant changes 
in the blood picture was a “ relative ’’ leucopenia with 
eosinophilia in 6 out of 7 cases. The disease is chronic 
with a tendency to remissions. During the progress of 
the disease the skin eruptions may change their character- 
istics. The prognosis appears to be unfavourable and 
2 of the author’s patients have died. It is thought that 
the condition may have an allergic basis. This view is 
supported by the presence of pruritus, eosinophilia, and 
adenopathy, as well as a strong personal and familial 
history of allergy in the patients. It is thought 


improbable that any relation exists with leukaemia, 
Hodgkin’s disease, or mycosis fungoides. In the 
literature transition into lymphosarcoma has been 
reported, but this did not occur in the present series. 
X-ray therapy is of some use but does not appear to 
prevent death in the more malignant forms. 

G. W. Csonka 
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863. Micropapular Tuberculid and Rosacea. A Clinical 
and Histological Comparison 

C. W. LayMon and E. P. ScHocu. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph., Chicago] 58, 
286-300, Sept., 1948. 9 figs., 9 refs. 


864. Forme Fruste of Ehlers-Danlos Syndrome 
M. Leper. Urologic and Cutaneous Review [Urol. 
cutan. Rev.) 53, 222-223, April, 1949. 1 fig., 5 refs. 


865. Considerations on the Primary Lymphogranulo- 
matoses of the Skin. (Considérations sur les lympho- 
granulomatoses primitives de la peau) 

J. GapRAT. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 487-495, Nov., 
1948. 4 figs., 11 refs. 


This is a description of a case of primary lympho- 
granulomatosis of the skin illustrated by photomicro- 
graphs of biopsy specimens. The condition is discussed 
and there is a full bibliography. James Marshall 


866. Granulomatous Moniliasis Resembling Blasto- 
mycosis (Gilchrist’s Disease) 

M. Moore. Mycopathologia [Mycopathologia, Amst.]} 
4, 272-278, 1948. 4 figs., 6 refs. 


This paper describes a case in which a granulomatous 
lesion arose on the back of the hand of a farmer aged 
56 in the site of an injury from a barbed-wire fence. 
The lesion had all the clinical characteristics of blasto- 
mycosis. Staphylococcus aureus and Candida albicans 
were repeatedly cultured, but organisms were demon- 
strated only with difficulty in stained sections of tissue, 
when they were seen as yeast-like bodies in large macro- 
phage cells, and stained with methylene blue. At no 
time was it possible to demonstrate blastomyces. The 
lesion took the form of a granulomatous mass with a 
reddish, thickened border from which beads of pus 
could be expressed. Intraperitoneal inoculation of a 
subculture into a mouse produced visceral abscesses of 
similar character from which the fungus was recovered. 
A variety of treatments over the course of 6 months 
failed to effect a cure, though some healing occurred in 
the centre of the lesion. John T. Ingram 


867. Whale Oil, Trichophytin, and Autoserotherapy in 
the Treatment of Epidermophytosis 
P. A. Sperber. Annals of Allergy [Ann. Allergy] 7, 
91-102, Jan.—Feb., 1949. 23 refs. 


Crude oil extracted from the blubber of the Right 
Whale (Balaena mysticetus) was effective in the treat- 
ment of epidermophytosis affecting the horny layers of 
the epidermis. After application of the oil itching, 
scaling, and cracking of the skin ceased and healing was 
rapid, even in cases which had proved refractory to other 
forms of treatment, although in treating the more severe 
type of case necrotic skin must first be removed. The 
only objection to this form of treatment is the unpleasant 
fishy odour of the oil. Sperm oil, which is a liquid wax, 
was ineffective. The oil was not fungicidal when tested 


in vitro: it did, however, inhibit the germination of the 
conidia and growth of the mycelium in a number of 
fungi. 

In a series of mild cases almost 100% were cured: in 
3 groups of moderately severe cases (itching, dermatitis 
with cracking and desquamation, maceration, vesicula- 
tion, and necrosis of tissue) totalling 325 cases, 86% were 
cured; in 3 groups of severe cases (intense itching, severe 
dermatitis, bullous vesicles, and marked necrosis) totalling 
131 cases, 79% were cured. Treatment in successful 
cases was continued for 2 months. 

Failure was sometimes due to the fact that the whale 
oil had not reached the fungus: after desquamation with 
keratolytics, further application was often successful, 
Poor tissue resistance and the development of dermato- 
phytids (allergic phenomena) were other reasons for 
failure. In approximately one-half of the failures cure 
was obtained with intradermal injections of trichophytin 
and local application of whale oil; a still more successful 
result (24 cures out of 26 cases) was obtained with 
intradermal injection of autogenous serum combined 
with local application of whale oil. 

R. S. Bruce Pearson 


868. Pyoderma Gangrenosum in Chronic Non-specific 
Ulcerative Colitis Treated with Aureomycin 

L. T. Wricut and S. Strax. Harlem Hospital Bulletin 
[Harlem Hosp. Bull.] 1, 99-112, Dec., 1948. 17 figs., 
2 refs. 


A case of pyoderma gangrenosum complicating 
ulcerative colitis is described in detail. The ulceration 
of the skin was extensive and had proved intractable to 
local or systemic therapy with a wide variety of chemo- 
therapeutic agents. Ileostomy had failed to improve 
the’ patient’s condition. A trial was made of intra- 
muscular injections of 20 mg. of aureomycin daily. One 


_ week after treatment had begun the discharge of blood 


and pus per rectum had ceased and the skin lesions were 
dry. A month after treatment the ulceration of the skin 
had healed and the patient’s condition had so greatly 
improved that colectomy could be performed. The colon 
showed extensive fibrous contraction, but no blood or pus 
was found. E. M. Whitehead 


869. Oral Iodine Therapy in Acne Vulgaris. Failure 
of Iodine, or the Equivalent of Iodized Salt, to Produce 
Pustular Exacerbations 

L. E. and G. B. UNpDERwoop. Archives of 
Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 58, 439-443, Oct., 1948. 8 refs. 


870. Combined Calciferol and Streptomycin in Lupus 
Vulgaris 

T. CorNBLEET. Journal of the American Medical 
Association [J. Amer. med. Ass.] 138, 1150-1153, Dec. 18, 
1948. 3 figs., 9 refs. 


Case histories are given of 5 patients representing 
“that considerable group with lupus vulgaris that does 
not attain complete cure with calciferol alone”’. Four 
of the cases improved more than 50% when calciferol 
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(100,000, to 150,000 units daily) was given, and lesions 
then seemed to be stationary; the other patient, whose 
lupus had been present for 45 years, showed only about 
20% improvement after 7 months’ treatment. Strepto- 
mycin, one gramme, was then given daily in divided doses 
every 4 hours in conjunction with calciferol (100,000 units 
daily); healing was complete in the first 4 cases within 
9 weeks. The other patient’s lesions were about 90% 
healed after 7 weeks’ treatment, when she had to leave 
hospital; they subsequently healed completely without 
further treatment. Later the author treated 2 other cases 
of lupus from the start with combined doses of calciferol 
{100,000 units daily) and streptomycin (1 g. daily) and 
there appeared to be complete cure within 8 weeks. 
Residual scars in all the cases were unusually flat and 
supple. ‘* The combined attack by these two drugs was 
so effective as to suggest that they are synergists.”’ 
E. W. Prosser Thomas 


871. Experimental Investigations of the Part Played by 
Calcium in the Treatment of Lupus Vulgaris by Calciferol. 
(Badania dogwiadczalne nad rola wapnia w mechanizmie 
dzialania kalcyferolu w gruZlicy skéry) 

Z. Oszast, B. SKARZYNSKI, and A. Kueta. Polski 
Tygodnik Lekarski [Polsk. Tyg. lek.] 3, 1521-1522, Dec. 
20, 1948. 5 refs. 


The authors investigated the content of calcium in the 
normal skin and in the skin of patients with lupus 
vulgaris treated with calciferol, and they endeavour to 
explain its mode of action. The calcium content of the 
skin of normal individuals and of the normal parts of 
the skin of lupus patients varied from 30-4 to 47-8 mg. 
per 100 g. Calciferol given in large doses over a long 
period increased the calcium content of the skin to an 
average of 61-7 mg. per 100 g. When the level of calcium 
reached 60 to 70 mg. per 100 g. further administration 
had no effect. In the skin taken from lupus lesions the 
calcium level was higher than in normal skin even before 
treatment was started (100-8 mg. per 100 g.). Treatment 
with calciferol did not lead to any significant increase in 
the tuberculous tissue, and there was no correlation 
between the signs of clinical improvement and the level 
of the calcium in the lesion. It may therefore be 
concluded that the therapeutic action of calciferol is not 
due to the changes in the calcium level of the skin. 

J. T. Leyberg 


872. The Present State of Lupus Treatment. (Der 
derzeitige Stand der Lupusbehandlung) 

K. W. KaAtkorr. Strahlentherapie [Strahlentherapie] 78, 
201-216, 1948. 10 figs., 25 refs. 


The treatment of lupus with vitamin D, and with 
“ Tb/I/E698 ” is reviewed, together with the methods 
used before the introduction of these newer drugs. 

The author, from his own experience, confirms the 
good response of lupus to massive vitamin-D, therapy, 
but suggests that, owing to its side-effects, its use should 
be confined to special clinics. Of over 100 cases treated 
with Tb/I/E698 (which contains sulphathiazole and 
a semicarbazone, the latter being thought to be the 
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effective agent against lupus) 88% showed some improve- 
ment, 25 patients appearing to be cured. Among the 
toxic effects noted was hypoglycaemia, which caused 
the death in coma of one child. Some patients became 
jaundiced but infective hepatitis, which was already 
present in the hospital, may have been the cause. Men- 
struation became more profuse in several cases, and 
reappeared in 2 cases 6 months and | year respectively 
after the menopause. 

In the author’s opinion it is as yet too early to decide 
whether vitamin D, or Tb/I/E698 will be the more use- 
ful in the treatment of lupus vulgaris. The combina- 
tion of either of these drugs with the Finsen lamp, which 
appears to give better results, may enable dosage to be 
reduced and toxic effects to be lessened. 

G. W. Csonka 


873. The Treatment of Lupus Vulgaris with Massive 
Doses of Vitamin D.. (Zur Behandlung des Lupus 
vulgaris mit Vitamin D, in hohen Dosen) 

J. BEUTNAGEL and H. Fripericu. Tuberkulosearzt 
[Tuberkulosearzt] 2, 723-731, Nov., 1948. 4 figs. 


Large doses of vitamin D, in cases of cutaneous 
tuberculosis should be administered only in hospitals; 
the authors disapprove of its use on out-patients. 

Patients suffering from lupus vulgaris, scrofuloderma, 
and papulo-necrotic tuberculide were treated in accord- 
ance with the method of Charpy and Fanielle. Treat- 
ment started with doses of 15 mg. of vitamin D, three 
times in the first week, twice in the second, third, and 
fourth weeks, and once in later weeks. The total dose 
depended upon the progress, treatment extending for up 
to 12 months with a total amount of 855 mg. Although 
lupus vulgaris showed improvement, papulo-necrotic 
tuberculides were not influenced. Several patients were 
free from relapse for 8 months. Healing depended upon 
the extent of the lesions, their site, and the duration of the 
disease. Lupus vulgaris of the face heals much more 
rapidly than do lesions on the limbs. 

The authors draw attention to the dangers of giving 
massive doses of vitamin D, and suggest regular estima- 
tion of the calcium level in the blood; an increase in 
calcium content is often correlated with high blood 
pressure. They also mention toxic effects attributable 
to this treatment. The symptoms are headache, photo- 
phobia, thirst, anorexia, vomiting, and frequent micturi- 
tion. After discontinuation the complaints disappeared. 
How vitamin D, acts in the healing process of lupus 
vulgaris is not yet sufficiently explained. 

Franz Heimann 


874. Calciferol-resistant Cases of Lupus. [In English] 
L. M. SoNNE and S. LoMHOLT. Dermatologica {| Dermato- 
logica, Basel] 98, 76-79, 1949. 13 refs. ‘ 


875. Tuberculosis Cutis Colliquativa (Tuberculous 
Gummas) Healed Rapidly with Local Applications of 
Promin Jelly: Report of a Case 

J. Garp. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 308-313, Sept., 1948. 
4 figs., 5 refs. 
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876. Asexual Syphilis in Children 
H. EIseNBeRG, F. PLoTKe, and A. H. BAKER. Journal of 


Venereal Disease Information [J. vener. Dis. Inform.] 30, © 


7-11, Jan., 1949. 5 refs. 


Recent medical literature contains few references to 
syphilis acquired asexually in childhood and the authors 
believe that the incidence is much higher than has hitherto 
been suspected. ; 

Among 721 patients with secondary syphilis attending. 
the Chicago Municipal Social Hygiene Clinic in 1947, 
20 children were classified as asexual familial con- 
tacts. The clinical histories of 5 of these cases are given 
in detail. Infection was acquired from the mother 
(2 cases), grandmother, aunt, and older sister. In one 
instance a baby with syphilis acquired from an aunt 
subsequently infected its mother; and in another case a 
2-year-old child passed on the infection to her 3-year-old 
sister. In not one of the 20 cases was the primary 
lesion discovered. The authors suggest that the chancre 
may have been so small as to be overlooked, and refer to 
previous reports that extragenital chancres in children are 
smaller than those seen in adults. They consider that 
intimate contact in overcrowded households with poor 
standards of personal hygiene play’ an important part 
in the asexual transmission of syphilis to children. 

V. E. Lloyd 


877. The Problem of Syphilitic Balanitis and Primary 
Syphilitic Vulvo-vaginitis. Commentary on the Primary 
Syphilitic Balanitis of Follmann. (Le probléme de la 
balanite syphilitique et la vulvo-vaginite primaire syphili- 
tique. Commentaire sur la balanite primaire syphilitique 
de Follmann) 

E. FOLLMANN and H. GouGerot. Annales de Dermato- 
logie et de Syphiligraphie [Ann. Derm. Syph., Paris] 8, 


470-483 and 484-486, Nov., 1948. 2 figs., 12 refs. 


Follmann (Orv. Hetil., 1931, 75, 680) was the first 
to report the finding of Treponema pallidum in certain 
cases of balanitis. In this article he gives 15 case 
histories and tries to show that there exists a definite 
clinical entity, primary syphilitic balanitis, which is 
distinct from and independent of the primary chancre. 
It is characterized by a diffuse erosive (but not circinate) 
inflammation of the glans and prepuce with many small 
superficial pinhead excoriations exuding abundant 
serum, in which 7. pallidum is constantly found. Other 
spirochaetes, such as are found in the common balanitis, 
may also be present and may influence the clinical signs. 
Lymph-node enlargement is not found early in the 
disease. The subsequent development of the chancre 
and secondary lesions is not influenced and they follow 
in the normal order and at the normal time. The 


incubation period of the balanitis is usually 2 weeks 
shorter than that of the chancre. Serum reactions 
generally become positive in the fourth week of the 
disease. 

Follmann also describes 2 analogous cases in women. 
Here the signs were of inflammation, vesiculation, and 
excoriation of the vulval mucosa and vaginal introitus 
with abundant serous exudation in which 7. pallidum was 
demonstrated. The diagnosis was confirmed in one case 
by finding that the male contact was infected, in the other 
by positive serum reactions at the fourth week. 

Gougerot, commenting on Follmann’s work, is not 
convinced that it is possible to distinguish clinically 


between a specific and an ordinary circinate balanitis. | 


He is inclined to regard the “* syphilitic ’’ balanitis as a 
mixed infection—an ordinary balanitis preceding chancre 
—and suggests that the 7. pallidum found in such cases 
come from microscopic syphilitic lesions in process of 
development, pointing out that 7. pallidum can sometimes 
be found in serum from other non-syphilitic lesions 
(such as those of scabies or herpes) in a patient with early 
syphilis. He considers, however, that whatever the 
conception of the pathogenesis of “* syphilitic balanitis ’’, 
Follmann is to be commended on bringing to notice the 
importance of full investigation of any case of balanitis 
or vulvo-vaginitis, no-matter how banal its aspect. 
James Marshall 


878. The Jarisch-Herxheimer Phenomenon in Late 
Syphilis. Probable Fatal Reactions to Penicillin 

V. Scott, R. W. MAXweELL, and J. S. SKINNER. Journal 
of the American Medical Association [J. Amer. med. 
Ass.| 139, .217-220, Jan. 22, 1949. 15 refs. 


The death of 2 patients is recorded within the first few 
hours after the administration of penicillin for late 
syphilis. With the advent of penicillin, Herxheimer 
reactions, alarming but not fatal, have been reported in 
neurosyphilis, in cardiovascular syphilis, and in syphilitic 
primary optic atrophy. 

In the first case, a 21-year-old white housewife was 
admitted to St. Louis City Hospital with a tentative 
diagnosis of vomiting of pregnancy. Eleven days later, 
a diagnosis of acute syphilitic meningitis was made and 
penicillin treatment was begun, 60,000 units of crystalline 
sodium penicillin G being injected intramuscularly every 
3 hours. Six hours after the first injection, the tempera- 
ture rose to 100-6° F. (38-1° C.); 7 hours later she had a 
generalized convulsion, and one hour later died suddenly 
and unexpectedly. Necropsy revealed a_ subcortical 
lesion at the junction of the left temporal and parietal 
lobes. This homogeneous yellowish lesion was 
surrounded by a thin irregular pink zone containing 


scattered tiny areas of fresh haemorrhage. Hence, © 


death was caused by an intense focal reaction around an 
intracerebral gumma after administration of penicillin. 
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In the second case, a semi-comatose man of 44 years 
was admitted with a presumptive diagnosis of meningo- 
coccal meningitis. Penicillin and streptomycin were 
injected intrathecally. Simultaneously, 50,000 units of 
crystalline penicillin G* was injected intramuscularly 
every 3 hours, and 15 g. of sulphadiazine was given 
subcutaneously during the first 24 hours. Consciousness 
returned and the temperature fell to 101-3° F. (38-5° C.), 
but 49 hours after admission he suddenly vomited bright 
red blood and died. Necropsy revealed rupture of one 
of two saccular aneurysms in the descending aorta into 
the oesophagus, and the presence of advanced syphilitic 
involvement of the entire aorta. The evidence in favour 
of a fatal Herxheimer reaction is suggestive, but the 
possibility that rupture of the aneurysm was coincidental 
cannot be denied. T. Anwyl- Davies 


879. Treatment of Early Syphilis with Aureomycin. 
Preliminary Report 

S. IRGANG and E. R. ALEXANDER. Harlem Hospital 
Bulletin [Harlem Hosp. Bull.) 1, 91-98, Dec., 1948. 
2 refs. 


Nine cases of primary and secondary syphilis were 
treated by intramuscular injections of 20 mg. of aureo- 
mycin daily for from 10 to 23 days. Some patients 
received two daily injections, and in 2 cases 0-5 g. was 
given by mouth every 6 hours as well. The treponemata 
disappeared from the lesions in all but one case in from 
2 to 5 days. In 3 cases there was evidence of a Herx- 
heimer reaction. The skin lesions healed within from 
6to 16 days. The cases were not under observation long 
enough for serological confirmation of cure. Con- 
comitant fuso-spirillary infection also responded to this 
drug. 
From this small series [only briefly observed and treated 
on an arbitrary dosage] the authors conclude that aureo- 
mycin is treponemicidal but that the optimum dosage 
remains to be determined. J. E. M. Whitehead 


880. Treatment of Early Syphilis with Penicillin in Oil 
and Wax ; 

A. HETMAN. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 58, 34-40, July, 1948. 
5 refs. 


The author describes the effects on 75 cases of early 


_ syphilis of giving 9,600,000 units of penicillin delayed in 


action by oil and wax. Of the 35 males and 40 females 
2 had serum-negative and 12 serum-positive primary, 
44 secondary, and 17 recurrent secondary syphilis. One 
group of 52 patients was given daily injections of 600,000 
units for 16 days and a second group of 23 patients 
received an injection of 600,000 units twice a week for 
8 weeks. Serological tests were repeated at monthly 
intervals, and the spinal fluid was examined in every 
patient before treatment began. In 4 cases there was a 
positive reaction in the spinal fluid: in one of these, a 
case of recurrent secondary syphilis complicated by 
facial paralysis and meningitis, there was no reduction 
in the spinal fluid cell count 4 months after treatment; 
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in the remaining 3 serological response was satisfactory 
and the spinal fluid became normal. — 

The reaction in blood remained negative throughout 
the period of observation in 52 patients (69-3%). Four 
to 7 months wefe usually required to attain a negative 
result, but this period varied considerably. A positive 
reaction in blood persisted in only 8 patients (10-6°%). 
In 15 (20%) followed up for 6 to 19 months, clinical or 
serological relapse showed that treatment had failed, 
but at least 2 of these were re-infected. Failure occurred 
in 11 (21-:1%) among the 52 patients treated with daily 
injections, but only in 4 (17-1%) of the 23 patients treated 
twice a week. In this small series, therefore, the results 
obtained with injections twice a week appeared to be as 
effective as those with daily injections of the drug. 

The commonest reactions, more frequent with penicillin 
in oil and wax than with aqueous penicillin, were pain, 
urticaria, and eosinophilia. T. Anwyl- Davies 


881. Early Neurosyphilis 
I. Kopp. New England Journal of Medicine [New Engl. 
J. Med.} 239, 1021-1027, Dec. 30, 1948. 6 refs. 


The author reports 9 cases of neurosyphilis, 6 of which 
were asymptomatic and were discovered as a result of 
routine cerebrospinal-fluidexamination. The desirability 
of such examination in all cases of syphilis is stressed, 
and more than one cerebrospinal-fluid examination in 
each patient is recommended. 

[This paper is of doubtful value and numerous points 
invite criticism—for example, a penile lesion and positive 
reactions to serological tests for syphilis do not alone 
justify a diagnosis of primary syphilis; the standard of 
laboratory investigation seems poor; dark-field examina- 
tion is recorded in only 3 cases with penile lesions, in 
none of which were there positive results, and there are 
several instances where the findings in individual tests of 
the cerebrospinal fluid seem incompatible; intensive ~ 
therapy is confused with adequate treatment; and it is 
not yet accepted (and this paper certainly does nothing 
to suggest) that “‘ it is already apparent that the incidence 
of neurosyphilis has been reduced considerably as a 
result of the treatment of early syphilis with penicillin ”’.} 

S. M. Laird 


882. Cardiolipin Antigen in the Kolmer Complement- 
fixation Test. A Comparison with Kolmer Antigen 

A. S. GiorDANO, R. J. Frost, and M. W. HIGGINBOTHAM. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 19, 25-29, Jan., 1949. 5 refs. 


Results are compared of using cardiolipin and Kolmer 
antigen in testing 1,295 sera, 45-2% of which were from 
cases of syphilis. The former antigen consisted of 
cardiolipin 0-06%, lecithin 0-05%, and cholesterol 0-9%. 
Saline with pH of 7-4 was made by mixing solutions of 
sodium chloride in distilled and tap water in suitable 
proportions. A preliminary titration showed that the 
optimum titre of the cardiolipin antigen was 1 in 650 
and of Kolmer antigen 1 in 400. When 1,028 sera were 
tested in parallel with the two antigens results agreed 
completely in 77:1% and partially in 5-6%, but dis- 
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agreed in 17-3%. Analysis of the last category showed 
that the cardiolipin was “ considerably more sensitive 
and only slightly less specific than the Kolmer”’ [yet 
the Kolmer antigen gave no false positive or doubtful 
results whereas the cardiolipin gave 0-9% of false positive 
and 0-6% of false doubtful results]. 

In a second series of 440 sera the new Kolmer chole- 
sterol lecithin antigen was compared with the cardiolipin 
antigen; the two gave comparable results. In a third 
series of 1,028 sera, cardiolipin antigens in the microfloc- 
culation and complement-fixation tests were compared; 
there was agreement in 73-9°%%, partial agreement in 10-2%, 
and disagreement in 15-9%. It is advised that the titre 
of antigen in the complement-fixation test should be 
determined by routine clinical testing after block titration 
with pools of diluted positive sera. T. E. Osmond 


883. Cardiolipin Antigen in the Kline Test for Syphilis 
S. J. Kiemn, G. M. Letpy, and M. BerRKE. American 
Journal of Clinical Pathology {Amer. J. clin. Path.] 18, 
940-952, Dec., 1948. 5 figs., 18 refs. 


The optimal cardiolipin—lecithin ratio in the Kline 
test was found to be | to 8, good specificity being com- 
bined with high sensitivity. With syphilitic sera the 
numbers of positive results in the following tests were: 
cardiolipin 98%, Kolmer 91-2%, Kahn 83%. With non- 
syphilitic sera the number of false-positive results 
amounted to 0-:29% with the cardiolipin, and 0-11% with 
the Kahn test but the authors emphasize that in cases of 
malaria the specificity of the Kline slide test is greater 
than that of the Kahn test. R. Salm 


884. The Effect of Penicillin on Late Congenital 
Syphilis, with Special Reference to the Wassermann 
Reaction. [In English] 

E. HoListr6M and S. HARD. Acta Dermato-Venereo- 
logica [Acta derm.-venereol., Stockh.| 28, 560-570, 
1948. 17 refs. 


The authors review the literature of the subject, and 
describe the treatment with penicillin of 16 cases of late 
congenital syphilis in which very large doses of neo- 
arsphenamine and bismuth had been given but which 
had proved to be serum-resistant. The penicillin dosage 
varied between 50,000 and 174,000 units per kg. body 
weight, given over a period of 8 to 17 days. The Wasser- 
mann reaction remained unchanged in 12, improved in 2, 
and became worse in 2 cases. The period of observation 
varied greatly, however, and in some was only 3 months. 
Four of the patients received malaria treatment also, 
either in conjunction with or after penicillin treatment. 
Of 7 further cases in which either inadequate or no 
treatment had been given before penicillin was started, 
there was improvement in the Wassermann reaction in 4. 
Of these patients 2 had, however, received more than 
one course of penicillin, and a third had been given 
malaria therapy. Two patients with interstitial keratitis 
appeared to improve after repeated penicillin injections. 
It is concluded that penicillin treatment of late congenital 
syphilis does not as a rule ensure any major improvement 
in the Wassermann reaction. 


{It is very doubtful whether, in the late stages of 
congenital syphilis, the Wassermann reaction is a valid 
guide in assessing the value of antisyphilitic drugs.] 

G. W. Csonka 


885. Preservation and Inoculation Studies on Treponema 
pallidum 

C. McLeop and R. C. ARNOLD. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 30, 104-107, 
April, 1949. 3 refs. 


886. Experimental Investigations into the Relation 
Between Syphilis and Carcinoma. [In English] 

J. Royer. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.| 25, 405-413, 1948, 
5 figs., 4 refs. 


887. Relative Infectivity of Blood and Cerebrospinal 
Fluid in Secondary Syphilis 

C. N. Frazier and H. C. PIAN. American Journal of 
Medicine [Amer. J. Med.] 6, 443-448, April, 1949. 
9 refs. 


GONORRHOEA 


888. Treatment of Acute Uncomplicated Gonococcal 
Urethritis with a Single Dose Water-soluble Penicillin 
Preparation 

L. Doewe, T. ROSENTHAL, W. LEIFER, P. KATZEN, H. B. 
Erper, and §. CoHEN. Journal of Urology [J. Urol.) 60, 
958-963, Dec., 1948. 16 refs. 


A new water-soluble preparation was tried in the 
treatment of 128 males with uncomplicated acute gonor- 
thoea. The preparation contained 300,000 units 
crystalline sodium penicillin'G, ephedrine, adrenaline, 
eucupine [a cinchona preparation] and gelatin—dextrose 
mixture. Penicillin assays showed measurable levels in 
the blood up to 24 hours after the single injection of 
300,000 units in the gelatin—dextrose preparation. Of 
the 128 patients 123 were considered “‘ cured ”’; 2 cases 
were probably re-infections. The follow-up period 
varied from 7 to 78 days. The results were considered 
to be excellent and there was a remarkable absence of 
allergic and toxic reactions. G. W. Csonka 


889. Comparative Studies on Reactivation of Gonorrhoea 
with Pilocarpine Given Parenterally and with “ Gynergen ” 
[Ergotamine Tartrate]. (Ricerche comparative sulla 
riattivazione della blenorragia con la pilocarpina per via 
parenterale e col gynergene) 

L. Marzoccut. Dermosifilografo |Dermosifilografo] 23, 
405-413, Nov., 1948. Bibliography. 


The diagnosis of chronic gonorrhoea in women is 
very difficult, as the disease may persist in some deep 
recesses of the genital apparatus without causing clinical 
signs. Reactivation may be of great diagnostic help. 
According to Berthoud, methods of reactivation can be 
divided into: (1) physiological—menstruation, sexual 
intercourse, and physical exercise; (2) artificial: 
(a) local: mechanical, chemical, and physical and 
(b) general: specific, non-specific, pharmacological. 
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The author of this paper, originating from the St. 
Lazarus Hospital, Turin, studied two new methods, by 
injection of ergotamine tartrate and of pilocarpine. 
Pilocarpine has been used for this purpose in male 
patients by others. It stimulates the secretory nerves, 
although some investigators believe that it has a direct 
effect on the glands. It also has a stimulating effect on 
uterine contractions and smooth muscle. It has been 
used locally but the author prefers intramuscular injec- 
tion. Ergotamine tartrate stimulates smooth muscle 
and has a tonic effect on uterine muscle. The author 
examined 41 female patients and carried out about 
400 microscopical examinations. The first examination 
was made after admission to the hospital, the next half 
an hour after the injection of pilocarpine or ergotamine 
tartrate, and the third 10 hours later. Of the pilocarpine 
1 ml. of a 2% solution was used, of “‘ gynergen’’ 10 ml. 
The patients were divided into two groups. The first 
group contained those patients in whom at admission 
gonococci had been found; after apparently successful 
treatment, reactivation was successful in 27% with 
pilocarpine and 30% with gynergen. The second group 
consisted of patients in whose smears no gonococci were 
found; results became positive in 14% after pilocarpine, 
9% after gynergen, and 18% after both. E. Forrai 


890. Results of Culture Tests Among Patients Referred 
for Gonorrhea Treatment by Hypospray 

H. H. Davipson and M. C. SHEPARD. Journal of 
Venereal Disease Information [J. vener. Dis. Inform.] 29, 
332-333, Nov., 1948. 


This is a report of a study made to determine the 
relation between clinical signs of gonorrhoea and con- 
firmation of these signs by culture of gonococci. The 
following criteria were satisfied in each case reported as 
positive. (1) Demonstration of Gram-negative diplo- 
cocci of typical neisserian morphology. (2) Positive 
oxidase reaction of purified colonies. (3) Fermentation 
of dextrose by the neisserian organism isolated in pure 
culture. A “‘ difco dehydrated chocolate medium was 
used throughout the study, and typical or suspected 
colonies were emulsified in a peptone-carrying solution 
and re-seeded on fresh plates for purification. 

The total of 254 patients included 41 women who had 
been named as contacts of cases of gonorrhoea; in 
48% of the total, but only in 34-1% of the female contacts, 
positive results were confirmed. In males 88 out of 
144 cases (61-1%) were proved to be cases of gonorrhoea, 
and from only 34 out of 110 women (30-9%) was a 
positive culture obtained, though it is notable that in the 
latter, discharges only from the urethra or Skene’s tubules, 
and not from the cervix, were tested. The authors 
conclude that a purulent urethral discharge in the male 
is generally indicative of gonorrhoea, whereas in the 
female this is not necessarily so. 

[This opinion is not generally held in Great Britain, 
where non-specific urethritis in men, almost invariably 
resistant to penicillin, is becoming an increasingly common 
condition. It is also important to subject stained smears 
from female urethra! discharges to direct microscopical 
as well as cultural examination, for not infrequently 


these are found to consist of an emulsion of mucus and 
epithelial cells which is macroscopically indistinguishable 
from pus.] G. L. M. McElligott 


891. Evaluation of Twelve Media for the Isolation of 
the Gonococcus 
C. M. Carpenter, M. A. Bucca, T. C. Buck, E. P. 
CASMAN, C. W. CHRISTENSEN, E. Crowe, R. Drew, 
J. Hitt, C. E. LANKForp, H. E. Morton, L. R. Petzer, 
C. I. SHaw, and J. D. THAYER. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases {Amer. J. 
Syph.] 33, 164-176, March, 1949. 7 refs. 


Twelve media recommended for the routine isolation 
of the gonococcus in public health laboratories were 
compared under uniform conditions. A total of seventy 
strains of the gonococcus was recovered from 209 
specimens cultured on the twelve media. The number 
of strains recovered by a single medium ranged from 
twenty-eight to sixty-five. 

The three media detecting the most strains were: 
(1) a modified McLeod’s agar with Nile Blue A and 
enriched with horse plasma and hemoglobin, (2) GC 
agar base, experimental, with Bacto-Hemoglobin and 
Supplement B, and (3) Proteose No. 3 agar with Nile 
Blue A and enriched with horse plasma and hemoglobin. 
Each recovered 65, 63, and 63 strains, respectively. 

The formula and method of preparation of each 
medium are described.—[Authors’ summary.] 
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892. Oral Aureomycin in the Therapy of Streptomycin- 
resistant Granuloma Inguinale 
R. B. GREENBLATT, R. B. Dienst, C. CHEN, and R. WEsT. 
Southern Medical Journal [Sth. med. J.) 41, 1121-1123, 
Dec., 1948. 9 refs. 


The authors’ series of cases of granuloma inguinale 
treated with streptomycin has now reached 142. About 
10% have relapsed and 50% of these have responded to 
re-treatment with streptomycin. A few cases failing to 
respond to several courses of the drug in doses of up to 
40 g. over 10 days have been encountered and an attempt 
was made to treat these with aureomycin. Aureomycin 
was given parenterally to 3 of these patients in total doses 
of 1,020 mg. over 9 days, 420 mg. over 7 days, and 
2,120 mg. in 3 courses over 274 days respectively—given 
every 4 to 6 hours. No improvement was noted and the 
lesions still contained Donovan bodies. The drug Was 
then given orally to the same 3 patients and to an 
additional one. One patient received a capsule of 
250 mg. of aureomycin 4 times daily until the lesions were — 
healed—after 144 days and after 14,250 mg. had been 
administered. The remainder were given one capsule 
4 times daily for 5 days (5,000 mg.) with immediate 
improvement, the lesions healing in 9 and 19 days 
respectively in 2 cases, while in the third only a minute 
active lesion was still present after one week; this has 
been re-treated. No toxic effects were noted. 

R. R. Willcox 


n 
f 
), 
al 
n 
3. 
D, 
[- 
ts 
se 
in 
of 
eS 
od 
of 
ea 
la 
ia 
3, : 
is 
ep 
al 
ip. 
be 
al 
il: 
nd 


Disorders of the Genito-Urinary System 


893. The Effect of Smoking on Water Diuresis in Man 
J. M. WALKER. Quarterly Journal of Medicine (Quart. 
J. Med.) 18, 51-55, Jan., 1949. 6 refs. 


Diuresis experiments on 16 students demonstrated that 
the smoking of one or two cigarettes inhibited diuresis, 
a rise in the total chloride level coinciding with the 
inhibition. In 3 subjects the intravenous injection of 
1-6 to 3 mg. nicotine acid tartrate had a similar effect. 
Reasons are given for assuming that in both cases the 
inhibitory action is due to the liberation of posterior- 
pituitary hormone. Injections of extract of the posterior 
lobe of the pituitary were given to 6 students, the in- 
hibitory effect of 50 milliunits being found to be of the 
same order as that of smoking one or two cigarettes; its 
effect lasted longer after subcutaneous than after intra- 
venous administration. Morphine sulphate in a dose of 
20 mg. had no effect on diuresis in 7 subjects. The 
inhibition of water diuresis as a result of smoking or the 
injection of nicotine cannot be considered as a non- 
specific effect of nausea. A. Schott 


894. Anuria Following Electroshock Therapy 

K. F. Criure and G. W. FitzGerRALp. Canadian 
Medical Association Journal [Canad. med. Ass. J.] 59, 
426-431, Nov., 1948. 33 refs. 


The authors believe that the case reported is the first 
recorded of fatal anuria after electro-shock therapy. 
The man was a farmer, aged 59, who had suffered from 
fleeting pains in hands and feet, nervousness, insomnia, 
and sweating. Recently he had become more agitated, 
with periods of depression. The day after receiving the 
‘4irst electric convulsion he complained that he had not 
passed any urine; catheterization showed that there 
was only one ounce (28 ml.) of urine in the bladder. 
Although 5% glucose in distilled water was given intra- 
venously, output of urine remained low. Oedema, 
cough, and rales at the left base developed and the 
patient died 7 days after the convulsion without having 
passed any more urine. At necropsy there was about 
200 ml. free fluid in eacl pleural cavity. The kidneys 
were both enlarged, the swelling being cortical; the 
m@gglulla was congested but of normal size. Micro- 
scopically the renal lesions closely resembled those found 
in the crush syndrome. One striking fact was that 
healing was far advanced, and there was little necrosis of 
tubules. The theories of Bywaters and of Trueta ef al. 
are discussed and suggestions for treatment are made. 

T. E. C. Early 


895. Significance of Ehrlich’s Reaction in Cases of 
Melanuria 

A.J. Lea. Archives of Pathology [Arch. Path.] 47, 211- 
214, March, 1949. 6 refs. 


KIDNEY 


896. Acacia and Mercurial Diuretics in the Treatment 
of Nephrotic Edema 

C. A. Domzatsxi. Proceedings of the Staff Meetings of 
the Clinic, Honolulu (Proc. Clin. Honolulu] 14, 59-66, 
Sept., 1948. 16 refs. 


The author reports on the intravenous use of acacia 
combined with mercurial diuretics in 3 patients with gross 
nephrotic oedema. In one the result was dramatic and 
benefit was prolonged, and there was a change to normal 
of the grossly abnormal albumin-globulin ratio. In 


another patient there was an impressive temporary . 


diuretic effect but when the mercurial was omitted ascites 
recurred. In the third case, in a boy of 14 who developed 
a pelvic peritonitis, treatment was ineffective and sudden 
death occurred 2 minutes after the fifth intravenous 
injection of “‘ salyrgan”’. The author advocates the use 
of acacia, extensively studied by Smalley and Binger 
(J. Amer. med. Ass., 1944, 126, 532); employed by itself 
it is said not to produce any toxic reactions, especially 
if sodium chloride has been added to the solution. 
Johnson and Newman (Arch. intern. Med., 1945, 76, 
167) combined it with a mercurial diuretic. 

There is a review of the toxic reactions to mercurial 
diuretics and of the drugs used to lessen them, such as 
sodium thiosulphate, magnesium sulphate, ascorbic acid, 
and BAL; the latter is unsuitable for this purpose as it 
is said to counteract the diuretic action of the mercurial 
and also has an antidiuretic action of its own. A new 
mercurial of very low toxicity, ‘‘ thiomerin ’’ (disodium 
pro- 
pyl camphoramate), is mentioned. H. Pollak 


897. The Treatment of Anuria 

D. A. K. BLAcK and S. W. STANBURY. British Medical 
Journal [Brit. med. J.]2, 1101-1105, Dec. 25, 1948. | fig., 
23 refs. 


A critical survey of various hypotheses governing a 
rational treatment of both glomerular and tubular 
anuria precedes the detailed account of a female patient, 
aged 48 years, who after an incompatible blood trans- 
fusion became anuric. The treatment included intra- 
venous injection of 300 mg. tetraethylammonium bromide, 
which led to a slight fall in blood pressure but not to 
diuresis, artificial induction of pyrexia with typhoid, and 
induction of spinal analgesia at the level of D2, the last 
two with the same result as that of the first measure. 
Intestinal infusion of .7 pints (4 litres) of 4-5% sodium 
sulphate resulted in the recovery of 3-78 g. urea; an 
intestinal infusion of 10 pints (5-7 litres) glucose-saline 
was then given, and about 15 g. of urea was recovered. 
On that day for the first time the blood urea level fell 
slightly, and on the following day (the 9th day since 
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the onset of anuria) diuresis started and soon reached 
normal though the blood urea level began to fall steadily 
only 6 days later. Even after another 6 weeks the inulin 
clearance was still only 54 ml. per minute, and the 
“ diodrast ’’ (diodone) clearance 288 ml. per minute, 
though clinically the recovery was satisfactory. 

L. H. Worth 


898. Antihistamine Drug Treatment of Acute Nephritis 
J. Craic, N. S. CLarK, and J. D. CHALMERS. British 
Medical Journal [Brit. med. J.) 1, 6-9, Jan. 1, 1949. 
1 ref. 


Observations on 17 children with acute nephritis, 8 of 
whom received irrespective of their age (2 to 11 years) 
0-1 g. “ anthisan”’ three times a day for periods up to 
3 weeks without any apparent ill effects, seem to indicate 
a specific aetion of that drug. The course of the illness 
in 8 children so treated is compared with that in the 9 


_ consecutive children suffering from the same condition 


during the period immediately preceding the institution 
of this treatment. Among the latter the average dura- 
tion of a “ mild’ attack was 21 days against 7 in the 
first group (3 and 2 children respectively), whereas the 
duration of the moderate or severe variety was 128 days 
against 15 days (6 children in each group). The criterion 
was the duration of activity of the disease judged by the 
results of the urine examination (albuminuria and 
haematuria). [The series is rather small and results 
therefore somewhat misleading; in the control periods 
2 children happened to be in hospital for over 6 months; 
this weighs rather heavily in a series of 6 only; neverthe- 
less the results are certainly encouraging.] 
L. H. Worth 


899. Diabetic Glomeru'osclerosis. Clinical and Patho- 
logic Observations with Special Reference to Doubly 
Refractile Fatty Cells and Casts in the Urine 

H. Rirkin, J. G. PARKER, E. B. Pouin, J. I. BERKMAN, and 
D. Spiro. Medicine [Medicine, Baltimore] 27, 429-457, 
Dec., 1948. 4 figs., bibliography. 


The article describes a series of 45 patients, diagnosed 
during life as having diabetic glomerulosclerosis, of 
whom 22 came to necropsy, 21 showing the characteristic 
histological lesions. 

The fully developed clinical picture is found in patients, 
usually in the sixth and seventh decades, withl ong- 
standing diabetes, hypertension, oedema, combined 
diabetic and hypertensive retinopathy, and albuminuria 
with lipid cells in the urinary sediment. The variations 


and different grades of the syndrome are discussed and 


it is emphasized that the presence of doubly refracting 
lipid in epithelial cells and casts in concentrates of the 
urine, collected over 12-hour periods, is particularly 
valuable in the differential diagnosis between diabetic 
glomerulosclerosis and hypertensive renal disease. 

The characteristic histological lesion lies in the 
glomerulus and consists of a round or oval hyaline area 
Occupying the centre of a glomerular lobule—the inter- 
capillary lesion described by Kimmelstiel and Wilson 
(Amer. J. Path., 1936, 12, 83)—progressing by several 


stages to glomerular atrophy and obliteration. Doubly 
refracting lipid is present in the tubular epithelium, and 
arteriolar nephrosclerosis is found in all cases, the 
combination of the latter with the glomerular changes 
probably accounting for the frequency of uraemia as the 
cause of death. R. H. Heptinstall 


900. Renal Insufficiency due to Paroxysmal Cold 
Hemoglobinuria 

R. M. SussMAN and H. J. KAYDEN. Archives of Internal 
Medicine [Arch. intern. Med.| 82, 598-610, Dec., 1948. 
2 figs., 37 refs. 


The case is reported of a negro patient who, after 
prolonged antisyphilitic treatment with arsenic, bismuth, 
and mercury (during which his serum reactions remained 
positive), developed paroxysmal cold haemoglobinuria. 
Over a period of 2 years he had eleven attacks after 
exposure to cold weather, each lasting half a day or less. 
His twelfth attack, at the age of 56, was more severe and 
he died after 8 days with signs of renal insufficiency and 
left heart failure. 

On post-mortem examination, the kidneys were large, 
with adherent capsules. Microscopically, most of the 
glomeruli were normal, though their number was 
decreased, and there was fibrosis throughout the kidney. 
A variety of changes were found in the tubules: the 
primary convoluted tubules were wide and contained 
amorphous material, and many of the collecting tubules 
were filled with brownish amorphous masses, resembling 
erythrocytes in shape, but having different staining 
properties. Numerous inflammatory foci were seen in 
the whole organ and there were many shallow scars in 
the capsule. 

Commenting on the case, the authors suggest, in 
explanation of the fact that the Donath—Landsteiner 
reaction had been negative during this, the twelfth and 
most severe attack, that all haemolysin had been absorbed 
by the erythrocytes, and that, therefore, none was avail- 
able in the plasma. The similarity of this case to cases 
of post-transfusion and crush-injury nephrosis is dis- 
cussed at length with particular reference to the mech- 
anism of tubular’injury leading to renal insufficiency as 
a result of repeated haemolytic episodes. As there was 
no terminal oliguria, and as the patient died of left 
ventricular failure, it is suggested that the immediate 
cause of death may have been related to the high level 
of potassium in the blood resulting from treatment of the 
heart failure with potassium bicarbonate in the presence 
of renal insufficiency. The electrocardiographic findings 
support this view. L. H. Worth 


901. Clearance Tests in Renal Disorders and Hyper- 
tension. [In English] 

O. HoGEMAN. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 216a, 1-264, 1948. 18 figs., bibliography. 


902. Kidney Substitutes in Uraemia: the Use of Kolff’s 
Dialyser in Two Cases 

R. A. Pacmer and P. S. RUTHERFORD. Canadian 
Medical Association Journal {Canad. med. Ass. J.] 6, 
261-266, March, 1949. 3 figs., 34 refs. 
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Disorders of the Locomotor and Osseous Systems 


903. Lumbar Pain due to Interspinous Neo-arthrosis. 
(La lombalgie par néoarthrose interépineuse) 


L. FAOULING, L. LEGER, and A. AKHRAS. Presse . 


Médicale [Pr. méd.] 57, 34-35, Jan. 1, 1949. 4 figs. 


The authors describe a case of low back pain in a man, 
aged 59, due to the condition variously alluded to as 
“‘interspinous osteo-arthritis’’, Baastrup’s disease ’’, 
or “kissing spine’’. The diagnosis was confirmed at 
operation, when a neo-arthrosis, lined by fibrocartilage, 
was found between the spines of the third and fourth 
lumbar vertebrae. The authors claim that this con- 
dition is more common in cases of lumbar pain than is 
usually imagined, and quote the experience of Baastrup 
and Franck in evidence. [The figures of the latter are 
not very convincing.] The authors stress that there is 
nothing specific in the history or clinical findings to 
differentiate the condition from other forms of low back 
pain, particularly those due to early disk lesions or 
postural lumbo-sacral shearing forces. They therefore 
advocate a more careful search for the lesion by means 
of special radiographs, since it is not demonstrable in 
the routine lateral and anterior views of the spine, and 
by local, exactly placed injections of procaine into the 
interspinous ligaments. The value of the latter pro- 
cedure is particularly stressed. They claim (with Franck 
and Baastrup) that early lesions consisting of nipping of 
the interspinous ligaments between the borders of the 
spinous processes, with resulting local haematoma 
formation in the ligaments, occur without radiological 
evidence and may be diagnosed by this procedure. 
The spines are said to be abnormally large and long, and 
the lesion occurs with increased lordosis resulting from 
occupational stresses, as in porters or draymen. Con- 
servative treatment, physiotherapy, or application of 
plaster-of-Paris may be effective. If these measures are 
not successful, complete resection of the affected spines 
is the operation of choice. _L. B. Blomfield 


904. Epidemic Pleurodynia: Clinical and _ Etiologic 
Studies Based on One Hundred and Fourteen Cases 

J.J. Finn, T. H. WELLER, and H. R. MorGAN. Archives 
of Internal Medicine [Arch. intern. Med.] 83, 305-321, 
March, 1949. 1 fig., 16 refs. 


905. Herniation of Fascial Fat: A Cause of Low Back 
Pain 

D. C. HUCHERSON and J. R. GANDy. American Journal 
of Surgery [Amer. J. Surg.| 76, 605-609, Nov., 1948. 
2 figs., 3 refs. 


The authors, working at the Baylor University College 
of Medicine, have confirmed the earlier English work of 
Copeman and Ackerman, who reported in 1944 (Ann. 
rheum. Dis., 4, 11) and again in 1947 (Arch. intern. Med., 
79, 22), as the result of observations made both at biopsy 


and on dissection of the cadaver, that painful palpable 
** fibrositic ’’ nodules occurring in certain regions of the 
back were found to be herniations of fat through the 
deep fascia. In 1945, Herz (J. Amer. med. Ass., 128, 921) 
reported 6 confirmatory cases in which removal of this 
herniation completely relieved the symptoms. 

All the patients in the present series complained of 
backache which they were able to localize fairly well 
within a definite area. Frequently the pain was referred, 
being sciatic in nature or radicular in character, and 3 
patients complained of testicular pain. Pressure on the 
nodule always caused the patients to wince *nvoluntarily 
and in most cases reproduced or intensified the referred 
pain. These trigger points* were found to occur in 
predictable sites forming what Copeman and Ackerman 
described as the “ pain pattern”. No sensory changes, 
reflex phenomena, or muscular weakness were associated 
with this condition. 

Operative removal was carried out under local 
analgesia in 32 cases, which are described, the age of 
the patients varying between 18 and 61 years. There 
was no characteristic body type, but none was extremely 
obese. In all but 7 of the patients (who have been 
followed up for 6 months to 2 years) the authors claim 
that the results have been excellent. They believe that 
herniation of fascial fat is a definite cause of back pain, 
the demonstration of which has added to our knowledge 
of this perplexing problem. W. S. C. Copeman 


906. The Treatment of Chronic Polyarthritis with 
Copper Salts. (Chronicus polyarthritisek kezélese réz- 
sokkal) 

A. Divényt. Orvosok Lapja [Orv. Lapja] 4, 1210-1214, 
Sept. 19, 1948. 6 refs. 


The author has treated 133 cases of chronic poly- 
arthritis with copper salts since 1943. The copper salt is 
injected intravenously twice weekly, an initial dose of 
0-025 g. being followed by doses of 0-05 to 0-075 to 0-1 g. 
These doses are increased, when tolerated, to 0-15 g. in 
the latter part of the course. The course lasts for 7 to 
8 weeks, and the total amount injected varies from 1 to 
1-6 g. in one course. The course can be repeated after 
an interval of 8 to 12 weeks. The author divides his 
133 cases into three groups. The first group includes 
25 cases of rheumatoid arthritis, 16 cases of infective 
arthritis, and 9 cases of the Poncet type of polyarthritis, 
without any evidence of nodules. In 52% of the cases 
either symptoms disappeared or there was great improve- 
ment. In the second group, out of 63 cases of chronic 
polyarthritis with a septic focus symptoms disappeared 
or improved in 61%. In the third group, out of 20 cases 
of early chronic polyarthritis originating from acute 
arthritis 12 became symptom free and 6 improved, but 
2 showed no improvement. It is concluded that copper 
therapy is superior to gold therapy because (1) it is 
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almost as effective; (2) it does not lead to complications 
and therefore can be administered where gold is contra- 
indicated; (3) the slight reaction warrants treatment in 
the early stage (in the subacute or subchronic phase) with 
or without physiotherapy. The use of copper salts is 
empirical. The mode of action is still unknown, but it 
is believed that the effect is similar to that of gold, 
(a) chemotherapeutic; (6) by stimulation of resistance; 
(c) catalytic. [The type of copper salt used is not 
specified. ] D. Gutmann 


907. Differential Diagnosis of Rheumatoid Arthritis by 
Biopsy of Muscle 

G. STEINER and J. L. CHASON. American Journal of 
Clinical Pathology [Amer. J. clin. Path.| 18, 931-939, 
Dec., 1948. 8 figs., 13 refs. 


Biopsy specimens were taken from the gastrocnemius 
and deJtoid muscles of patients suffering from rheumatoid 
arthritis and a variety of other conditions associated with 
inflammatory changesin muscles. Sharply circumscribed 
aggregations of lymphocytes, surrounded by an outer 
layer of plasma cells, situated in the endomysium and/or 
perimysium, but only very rarely in the epimysium, were 
found almost constantly in cases of rheumatoid arthritis. 
Only in 1 out of 7 patients suffering from lupus erythe- 
matosus was the histological picture so similar that the 
two conditions could not be differentiated, though at 
necropsy, some time later, this was again possible. In 
no other condition were intramuscular, sharply defined 
nodules, consisting solely of lymphocytes and plasma 
cells, present. R. Salm 


S08. Rheumatoid Arthritis and Amyloid Disease 

B. Lusn, S. CHALMERS, and E. FLercHer. Annals of 
the Rheumatic Diseases [Ann. Rheum. Dis.] 7, 225-230, 
Dec., 1948. 2 figs., 17 refs. 


A woman of 44 was admitted to hospital with a 3- 
months history of rheumatoid arthritis. She was 
severely ill, with a temperature that remained elevated 
for several months. The haemoglobin value on admis- 
sion was 62°% and the corrected erythrocyte sedimentation 
rate 3 weeks later was 34 mm. in J hour (Wintrobe). 
The case was fully investigated and no focus of infection 
was found. Apart from the anaemia and raised erythro- 
cyte sedimentation rate, there was nothing significantly 
abnormal in the other pathological investigations. 
While in hospital she received intensive treatment with: 
(1) penicillin (a total of 43 million units for a period of 
one month); (2) intravenous typhoid vaccine (T.A.B.) 
(twice); (3) intravenous Bacterium coli vaccine (three 
times); (4) 200,000 i.u. vitamin D daily for one month, 
and later 50,000 i.u. daily for 3 months; (5) 0-01 g. 
calcium aurothiomalate weekly for 2 months and twice 
weekly for 6 months; (6) two blood transfusions, one of 
which caused a rigor and was discontinued after half a 
pint (284 ml.) had been given. Six months after admis- 
sion (that is, 9 months after the onset of the disease) 
the spleen and lymph nodes became palpable. Biopsy 
examination of a lymph node showed typical changes of 
amyloid disease: the Congo red test was strongly positive. 
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After the diagnosis of amyloid disease had been made the 
patient was treated with crude liver extract and her 
condition improved considerably. 

No conclusion is reached about the cause of amyloid 
disease in rheumatoid arthritis. It is noted, however, 
that previous cases of amyloid disease in arthritis have 
been reported in patients who received multiple T.A.B. 
injections. This patient had only two injections of T.A.B. 
and three of intravenous Bact. coli vaccine. The 
features of interest in this case are (1) the early onset of 
amyloid disease, previous cases having been reported 
with arthritis of long standing, and (2) the apparent 
response of the amyloid disease to crude liver extract, a 
response which has previously been reported in the 
literature. H. A. Burt 


909. Spontaneous Rupture of Muscle as a Complication 
of Rheumatoid Arthritis 

G. D. Kerstey. British Medical Journal (Brit. med. J.] 
2, 942, Nov. 27, 1948. 4 figs. 


This paper describes 2 cases, both in males, of sudden 
rupture of muscle fibres, unassociated with trauma, 
occurring as a complication of rheumatoid arthritis. 
A biopsy performed at the site of the rupture in one case 
showed very marked degenerative changes in the muscle 
fibres, with complete disappearance of striation, together 
with large areas of fibrous tissue but little inflammatory 
reaction. S. Karani 


910. A Case of “Juvenile Rheumatoid Arthritis with 
Sclerodactylia and Calcinosis 

P. ELLMAN and F. P. Weper. Annals of the Rheumatic 
Diseases [Ann. Rheum. Dis.] 7, 231-234, Dec., 1948. 
6 figs., 4 refs. 


The case is reported of a woman of 28 in which a 
diagnosis of Still’s disease had been made by Still him- 
self 17 years previously; she now had an inactive 
polyarthritis of many years’ standing, mild sclerodactylia, 
and ulcerated caleareous deposits in the regions of the 
fingers and knees. Photographs and radiographs of the 
patient are reproduced and also the radiographs of the 
hands of another patient with calcinosis. H. A. Burt 


911. A Method for Measuring Plasma Viscosity and a 
Comparison of Plasma Viscosity with Blood Sedimentation 
Rate in Rheumatoid Arthritis 

A. WoopMansey and J. V. Witson. Annals of the 
Rheumatic Diseases [Ann. Rheum. Dis.| 7, 235-238, Dec., 
1948. 2 figs., 9 refs. 


After describing a simple method of measuring plasma 
viscosity, the authors compare the results of this test with 
those of measuring the erythrocyte sedimentation rate 
(E.S.R.) in rheumatoid arthritis. The E.S.R. was 
estimated by the method advocated by Collins in which 
a wide-bore centrifuge tube is used. Broadly speaking, 
corresponding abnormalities of plasma viscosity and 
E.S.R. occur in the active phase of the malady. On the 
occasions when the results of the two tests do not corre- 
spond it is the authors’ opinion that the plasma viscosity 
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is a more reliable guide than the E.S.R. in that it seems 
to bear a closer relation to the clinical condition of the 
patient. A thousand cases were investigated. A scatter 
diagram of plasma viscosity and E.S.R. in 200 consecutive 
cases of rheumatoid arthritis shows that the results of 
the two measurements conflict in a number of instances. 
H. A. Burt 


912. Haemolytic Streptococcus Agglutination and Anti- 
streptolysins in Rheumatoid Arthritis. (Streptococc- 
agglutination og antistreptolysintiter ved polyartritis 
chronica primaria) 

V. A. PorsMAN. Nordisk Medicin [Nord. Med.| 40, 
2147-2151, Nov. 19, 1948. 38 refs. 


Streptococcal antihaemolysin and agglutination titres 
have been determined in 102 patients suffering from rheu- 
matoid arthritis. Results were considered positive when 
the titre exceeded 1 in 20 in the agglutination reaction 
and 1 in 200 in the antistreptolysin reaction. A positive 
agglutination reaction was found in 61 patients; positive 
reactions were commoner in patients who had had 
rheumatoid arthritis for more than a year. Considerable 
variation in titre was found in determinations repeated 
after varying intervals; this was perhaps due to the effect 
of “‘sanocrysin”’ treatment. The antistreptolysin titre 
was raised in 17 patients. The results of the investigation 
show no significant departure from normal values, and 
do not support the theory that rheumatoid arthritis is 
due to streptococcal infection. D. J. Bauer 


913. The Cerebrospinal Fluid in Rheumatoid Spondylitis 
E. W. BOLAND, N. E. HEADLEY, and P.S. HENCH. Annals 
of the Rheumatic Diseases [Ann. Rheum. Dis.]'7, 195-199, 
Dec., 1948. 9 refs. 


This paper records the study of the cerebrospinal fluid 
of a group of 50 males suffering from rheumatoid 
spondylitis, of whom 17 also had arthritis of the peri- 
pheral joints. Manometric pressure, total leucocyte 
count, and sugar concentration were within normal 
limits, and in only one case was there an abnormal 
reaction to the colloidal gold test. The total protein 
concentration was increased in 21 cases (42%), varying 
from 46 to 98 mg. per 100 ml. Increase in the cere- 
brospinal-fluid protein level showed no constant relation 
to the level of total blood proteins or to the duration or 
extent of the disease, but in all 4 of the severe cases there 
was a noticeably increased protein content. Of the 12 
patients complaining of sciatica, only 25% had a raised 
protein content as compared with 47% of those without 
sciatica. The authors reach no conclusion about the 
mechanism of this rise in level of the cerebrospinal- 
fluid protein. The association with severity of the disease 
suggests a local irritation of the meningeal tissues, but, 
as cases with arthritis of the peripheral joints only may 
also have a raised protein level, some other factor, such 
as increased permeability of the choroid plexus, must 
also be involved unless the presence of an undiagnosed 
spondylitis is to be assumed in such cases. The increased 
protein content of the cerebrospinal fluid is of little value 


in differentiating rheumatoid spondylitis from other 
spinal conditions resulting in low-back disability and 
sciatica. Hi. F. Turney 


914. Syphilitic Spondylitis, with a Report of Two Cases 
M. Horwitz. Annals of the Rheumatic Diseases [Ann. 
Rheum. Dis.] 7, 200-208, Dec., 1948. 12 figs., 10 refs. 


Syphilitic spondylitis is a tertiary syphilide affecting 
the periosteum and bones of the vertebral column, and 
is distinct from the Charcot’s joints of the spine in tabes. 
The cervical vertebrae are affected in 70% of cases, the 
symptoms being local pain and stiffness, and sometimes 
neurological manifestations such as root pains and 
paraesthesiae. Syphilitic lesions of other bones are 
common and the Wassermann reaction is positive. 
Radiographs show destruction of the vertebral bodies, 
particularly of the anterior parts, together with marked 
osteosclerosis and the formation of exostoses and spurs. 
Vertebral collapse is rare. Several of the vertebrae are 
usually affected. Calcification of the anterior and 
lateral ligaments occurs and leads to complete ankylosis. 
Response to antisyphilitic treatment is good. Diagnosis 
may be made on clinical and radiographic grounds and 
confirmed by antisyphilitic therapy. Two. cases are 
described in detail, in one of which other syphilitic lesions 
of bones and viscera and also Bence-Jones proteinuria 
were present, the latter unexplained. The cases are 
illustrated with excellent radiographs. 4H. F. Turney 


915. Estrogens and Bone Formation in the Human 
Female 

M. S. SHERMAN. Journal of Bone and Joint Surgery [J. 
Bone Jt Surg.] 30A, 915-930, Oct., 1948. 9 figs., 54 
refs. 


A detailed account is given of the case of a female of 
58 years who, after panhysterectomy at the age of 34, 
developed severe deformities with bone pains and 
spontaneous fractures. Radiography disclosed a mixed 


‘picture of Paget’s disease of a few, and severe decalcifica- 


tion of most, of her bones. Apart from an elevation in 
blood phosphatase level no gross biochemical abnorm- 
ality was found. Intensive oestrogen therapy caused 
rapid remission of her clinical symptoms with obvious 
improvement in the radiological picture (reconstitution 
of the bones and healing of the fractures), but later 
withdrawal of this therapy resulted in an exacerbation. 
After 2 years of treatment by daily doses of 0-33 to 1-66 
mg. of oestradiol benzoate improvement had been 
maintained and no untoward symptoms had appeared. 
[This is a very good article on the relation of oestrogens 
to bone formation and contains a full list of references.] 
G. E. Thomas 


916. Congenital Pseudarthrosis of the Tibia and Its 


Relation to Fragilitas Ossium. Report of a Case and 
Review of the Literature 

F. Y. KHoo. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 77, 201-216, Feb., 1949. 3 figs., 
37 refs. 
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917. The Effect of the Intracisternal Injection of Saline 
Solutions on the Pressure of the Cerebrospinal Fluid of 
the Dog 

T. H. B. Beprorp. Brain [Brain] 71, 403-409, Dec., 
1948. 5 refs. 


This paper describes an experimental study of the 
effect on the pressure and cell content of the cerebro- 
spinal fluid of the introduction of solutions of sodium 
chloride into the cisterna magna of the dog. The dura- 
tion of each experiment was 6 hours. The introduction 
of 0-9, 1-8, and 2:7% sodium chloride, and of 5-4°% (w/v) 
glucose solution each caused a marked rise in the 
pressure of the cerebrospinal fluid and the appearance 
in it of polymorphonuclear leucocytes. No significant 
difference between the actions of the several solutions 
was observed. The introduction of 0-45% sodium 
chloride solution caused a rise in the fluid pressure in 
1 experiment out of 5, and a moderate number of leuco- 
cytes appeared in the fluid, without associated rise in the 
pressure, in 2 experiments. 

Simple puncture of the cisterna magna and the intro- 
duction of distilled water were not followed by a rise in 
pressure. Polymorphonuclear leucocytes were found in 
the fluid after introduction of distilled water in 3 experi- 
ments out of 8, but their number was considerably less 
than after the introduction of the saline solutions. The 
author suggests, on the evidence of these experiments, 
that solutions of drugs which it is required to introduce 
into the spinal subarachnoid space should be made up 
with distilled water, rather than rendered isotonic by 
the addition of sodium chloride. J. MacD. Holmes 


918. The Glomus Tumors (Angioneuromyomas). 
cal and Pathological Report of a Case 

D. L. Reeves. Bulletin of Los Angeles Neurological 
Society [Bull. Los Angeles neurol. Soc.) 14, 40-45, March, 
1949. 2 figs., 15 refs. 


Clini- 


919. Study of Tremor in Soldiers 
J. J. SILVERMAN. Archives of Internal Medicine [Arch. 
intern. Med.] 82, 175-183, Aug., 1948. 7 figs., 18 refs. 


920. The Human Electromyogram in Response to 
Nerve Stimulation and the Conduction Velocity of Motor 
Axons. Studies on Normal and on Injured Peripheral 
Nerves 

R. Hopes, M. G. LARRABEE, and W. GERMAN. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 60, 340-365, Oct., 1948. 11 figs., 20 refs. 


Records were made of the muscle-action potentials 
which are picked up on electrical stimulation of the 
motor nerve. Both stimulation and the picking up of 
potential changes were performed by means of skin 
electrodes. This procedure also provided a method of 


estimating conduction velocity of motor fibres. It is 
reasonably claimed for this method that, as the stimula- 
tion is mechanical and not supplied by the patient’s 
volition, it provides a means of detecting psychogenic 
paralyses. It was found that the fastest conduction rate 
was 67 metres per second. The method was used in 
normal subjects, and in cases of hysterical paralysis and 
of peripheral nerve injury. In general, re-innervation 
could be detected by observing actual movements before 
an action potential could be detected. ~ P. W. Nathan 


ELECTROENCEPHALOGRAPHY 


921. Electroencephalographic Study of Lesions of the 
Base of the Brain by Basal Leads. (Etude électroencépha- 
lographique de lésions de la base du cerveau par la 
dérivation basale) . 

J. Faure, H. Jasper, and L. HENDERSON. Revue 
Neurologique [Rev. neurol.] 80, 596-605, Sept.—Oct., 
1948. 9 figs., 11 refs. 


Electroencephalographic records were taken from 90 
cases of lesions of the base of the brain, a unipolar 
nasal electrode being used in conjunction with scalp 
electrodes in bipolar connexion leading to a four-channel 
recorder. In some cases of hypophysial or hypo- 
thalamic lesions, abnormalities (slow waves) were seen 
only in channels connected to the basal electrode [but 
these may have been bilaterally synchronous since these 
channels were also connected to scalp electrodes]. In 
other cases of basal lesion, both scalp and basal deriva- 
tions showed abnormalities. W. Grey Walter 


922. Electroencephalographic Asymmetry During Sleep. 
(In Patients with Vascular and Traumatic Hemiplegia) 
C. H. Cress and E. L. Gress. Diseases of the Nervous 
System [Dis. nervy. Syst.] 9, 327-329, Nov., 1948. 1 fig., 
8 refs. 


Electroencephalographic records, both waking and 
sleeping, were made of 31 male hemiplegic patients aged 
20 to 75 years, the author using a scalp-ear electrode 
system and a 6 or 8 channel instrument for this purpose. 
In 21 patients sleep was natural, in 9 it was induced by 
giving 0-5 g. “* penthothal”’ intravenously, and in 3 by 
giving 15 ml. paraldehyde by mouth. The hemiplegia 
was of traumatic origin in 7 of the cases and of vascular 
origin in 24. Asymmetry is defined as “an unusual 
degree of difference in amplitude or pattern of waves 
from homologous areas in the two cerebral hemispheres ”’. 

Asymmetry was found in only 15 patients while awake, 
but in 30 while asleep. In most of the cases with waking 
asymmetry it was increased with sleep and in all cases, 
waking or sleeping, the lower amplitude was found on 
the affected side. During sleep a reduced amount of 
14-cycle-per-second activity on the affected side was the 
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most characteristic and frequent finding. There was 
no difference in the degree of asymmetry as between the 
vascular and traumatic groups, nor between natural- 
sleep records and induced-sleep records. The degree of 
asymmetry found in waking records was slight in 35% 
of cases, moderate in 10%, and extreme in 3%, 52% 
showing no asymmetry; in the sleeping records, slight 
asymmetry was found in 19%, moderate in 29%, and 
extreme asymmetry in 49%, a normal sleeping record 
being obtained in one case only. W. Grey Walter 


923. Cerebral Vascular Lesions. Electroencephalo- 
graphic and Neuropathologic Correlations 

R. Coun, G. N. Raines, D. W. MuLper, and M. A. 
NEUMANN. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 60, 165-181, Aug., 1948. 
11 figs., 8 refs. 


Electroencephalograms were taken from 130 patients 
with lesions of the cerebral vessels, peculiar bipolar 
scalp placements and a six-channel instrument being 
used. In 15 out of 18 cases of subarachnoid hemorrhage 
there were only slight generalized abnormalities with 
isolated slow waves, the other 3 records showing areas of 
focal decrease of electrical activity. The records of 5 
of the 6 patients with subdural haematomata showed 
large slow waves on the side of, or near the site of, the 
lesion; in some cases there was reduced activity over the 
lesion. Almost all the cases of acute cortical infarct and 
bleeding were associated with slow waves in the affected 
hemisphere over the site of the lesion, but in some cases 
of acute occipital lesions slow waves appeared in the 
front on the same side; these waves disappeared later 
and the ‘true focus was disclosed. Deeper lesions pro- 
duced less focal or general slow activity. The records 
of patients with continued arterial hypertension show a 
progressive_ increase in amplitude of the normal 
components but only occasional slow waves. 

W. Grey Walter 


924. The Electroencephalogram of Multiple Sclerosis. 
Review of the Literature and Analysis of Thirty-four Cases 
M. ZEIFERT. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 376-387, Oct., 
1948. 2 figs., 26 refs. 


Records were taken in 34 cases of disseminated sclerosis 
in exacerbation, scalp-ear electrodes being connected to 
a direct recording 3-channel instrument. Observations 
were classified on the Bagchi scale. Of the records 62% 
were regarded as abnormal and 38% as “ doubtful ”’. 
Of the abnormal records over half showed focal distur- 
bances, usually consistent with any clinical localizing 
signs present, but in some cases the electroencephalogram 
was the only evidence of cerebral involvement. The 
abnormalities covered a wide range and were not specific 
in any way, but their occurrence was better correlated 
with the cerebral condition than was the colloidal gold 
curve; electroencephalography is therefore useful in 
obscure cases in distinguishing between disseminated 
sclerosis and disease confined to the spinal cord. 

W. Grey Walter 


925. Electroencephalography of the Newborn. I. 
Studies on Normal, Full Term, Sleeping Infants 


J. G. HuGues, B. EHEMANN, and U. A. BROWN. Ameri- 


can Journal of Diseases of Children [Amer. J. Dis. Child.} 
76, 503-512, Nov., 1948. 8 figs., 7 refs. 


The authors carried out electroencephalography on 
72 normal sleeping infants, born, at term, the mother 
having received either caudal analgesia or no analgesia. 
Both ear-scalp and bipolar leads, and a four-channel 
instrument, were used and records were taken during 
the first days of life. Blood-sugar and calcium levels 
were also estimated; in all cases these were within the 
normal range. The amplitude of the potentials was on. 
the whole less than that seen in older normal infants 
except for the slowest irregular components. In most 
brain areas there were two main frequency bands of 
activity, one at | to 2 cycles per second and the other 
at about 7 cycles per second, but there were traces of 
activity at 8 to 9 cycles per second in the occipital region 
with widely spaced electrodes. In general, the higher 
the frequency of the waves the lower their amplitude. 
There was no essential difference between records from 
babies delivered with caudal analgesia and those whose 
mothers had received no analgesia, but 8 activity was 
slightly less and « activity slightly more prominent in 
the former group. Observations on the effects of other 
types of maternal anaesthesia will be reported later. 
The observations indicate that the cerebral cortex is 
electrically immature at birth. W. Grey Walter 


926. Electroencephalography of the Newborn. III. 
Brain Potentials of Babies Born of Mothers Given 
** Seconal Sodium ”’ 

J. G. HuGues, B. EHEMANN, and U. A. BROWN. 9 Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.} 
76, 626-633, Dec., 1948. 6 figs., 1 ref. 


Electroencephalograms were taken from 20 newborn 
infants whose mothers had received “* seconal sodium ” 
during labour. Compared with patterns seen in babies 
whose mothers had received no medication, these 
records showed statistically a depression of activity, 
the average amplitude of the slow waves being diminished 
and of those in the 7 cycles per second band slightly 
augmented, though the measurements were still within 
the normal limits. The apparent depressive effect lasted 
for up to 3 days after birth, even when clinical signs of 
sedation had faded. These findings suggest that 
electroencephalography may be of objective value in 
assessing effects of maternal sedation upon the newborn 
infant. W. Grey Walter 


927. Electroencephalography of the Newborn. IV. 
Abnormal Electroencephalograms of the Neonate 

J. G. HuGues, B. EHEMANN, and U. A. BROWN. 9 Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. Child.} 
76, 634-647, Dec., 1948. 12 figs., 2 refs. 


Electroencephalographic records were taken from 8 
newborn infants; in 7 children there were neurological 
abnormalities and 1 was clinically normal. In a case 
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of widespread subarachnoid haemorrhage the electrical 
amplitude in all areas was minimal;. in a case of inter- 
mittent cyanosis and repeated convulsions sharp and 
slow waves, focal in the left precentral region, were 
present at 16 hours of age and 5 hours before the onset 
of convulsions; 7 months later the clinical condition was 
normal but the electroencephalogram showed marked 
bilateral dysrhythmia. Ina baby delivered by Caesarean 
section and with cyanosis varying in degree there were 
records of very low voltage 36 hours after birth but 
multiple spike discharges from the left occipital region 
at 6 days; at 5 months the infant had a generalized 
convulsion and the electroencephalogram still showed 
spike activity, but in both frontal lobes. In 2 babies 
who had convulsions within the first few days there were 
large rhythmic discharges similar to the “‘ wave and 
spike *’; later records were also abnormal though there 
were no clinical abnormalities. In a baby born of a 
mother with a history of convulsions during previous 
pregnancies there was a long period of anoxia with 
limb spasticity and intermittent tremor; 
encephalography revealed diffuse rhythms of high 
amplitude at 5 to 6 cycles per second. In a baby born 
of a young mother with lowered blood pressure there 
were focal discharges at 6 and 12 cycles per second in the 
right precentral region 40 hours after birth and the infant 
had a left-sided seizure at 4 days. In a case of normal 
assisted birth, large focal discharges at 2 to 3 cycles per 
second were found in the right precentral region. 
Electroencephalography has a special value in estimating 
the hazards of normal and difficult delivery. 
W. Grey Walter 


928. Canine Epilepsy Caused by Flour Bleached with 
Nitrogen Trichloride (“‘ Agene ’’). III. Electroencephalo- 
graphic Analysis 

M. L. Sitver, E.:P. MONAHAN, J. R. KLEIN, and G. H. 
PoLtock. Archives of Neurology and Psychiatry {Arch. 
Neurol. Psychiat., Chicago] 60, 405-411, Oct., 1948. 
3 figs., 7 refs. 


Serial electroencephalograms (EEG) were taken with 
scalp leads from 3 intact dogs and 6 monkeys and from 
44 dogs with implanted electrodes, a six-channel instru- 
ment and both asymmetrical and bipolar leads being 
used. Control records. with the animals on a diet 
containing unbleached flour were compared with those 
after ingestion of one containing 75% white flour bleached 
with 30 g. of nitrogen trichloride per 45 kg. flour—ten 
times the amount used commercially. Behaviour and 
EEG were normal in animals on the control diet, but 
after the bleached flour had been used there were be- 
haviour disorders, ataxia, weakness, and convulsions 
and the EEG became dysrhythmic within 48 to 72 hours. 
These conditions continued and some animals died in 
. Status epilepticus. The first EEG changes were an 
increase in amplitude and frequency with a few slow 
waves, then occasional large slow waves appeared and 
later a further increase in amplitude and frequency was 
noted with irregular spikes followed by slow waves. At 
this stage the abnormality could be augmented by 
intravenous injection of “ bleached” 


electro- 


amino-acids. 
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After 3 days there were persistent slow waves with 
occasional wave and spike activity; this pattern later 
became continuous. In the later stages or after injection 
of agenized amino-acids general convulsions were 
associated with the classical EEG crescendo and seemed 
to involve all cortical areas, resembling human idiopathic 
seizures in every aspect. The seizures could be stopped 
by intravenous injection of thiopentone or trimethadione. 
W. Grey Walter 


CENTRAL NERVOUS SYSTEM 


929. Experimental Data on the Significance of De- 
generative Changes in the Central Nervous Fibres in the 
Production of Hypercholesterinaemia. (Sxcnepumeuta- 
JIbHbI€ MAHHbIe K BOMpOCy 0 3HAYCHHH 
LWEHTPasIbHbIX HEPBHbIX BOJIOKOH FOsOBHOrO 
MO3ra B 

N. T. SHumMova. Apxus Ilaronoruu [Arkh. Patol.] 
10, No. 6, 28-38, Nov.—Dec., 1948. 10 refs. 


Hypercholesterinaemia can be produced experi- 
mentally by trauma to the central nervous system. In 
such cases it is usually possible to demonstrate degenera- 
tive changes in myelinated nerve fibres, and particularly 
the breakdown of cholesterol-containing myelin in corre- 
lation with the rise in the blood cholesterol. Analogous 
changes have been observed clinically in such conditions 
as the lipid storage diseases, neurosyphilis, and lipid 
nephrosis. Study of decerebrated dogs, some of which 
have been kept for as long as 2 years and 5 months, 
showed that if both cerebral hemispheres are removed no 
hypercholesterinaemia can be produced, whereas the 
blood cholesterol level can be made to rise steeply if one 
hemisphere is left intact. After partial cortical extirpa- 
tion blood cholesterol level rose in 5 out of 6 dogs. The 
rise was most marked in blood drawn from veins drain- 
ing the brain and the degree of hypercholesterinaemia was 
proportional to the amount of demyelination. Regenera- 
tion of nerve fibres often proceeds at the same time as 
degeneration and this may account for the raised 
cholesterol content sie brain recorded by other workers. 

L. Crome 


930. Formation of Hemosiderin and Hematoidin After 
Traumatic and Spontaneous Cerebral Hemorrhages 

G. STRASSMANN. Archives of Pathology [Arch. Path.] 
47, 205-210, March, 1949. 2 figs., 35 refs. 


931. Studies on Copper Metabolism in Demyelinating 
Diseases of the Central Nervous System 

B. M. MANDELBROTE, M. W. STANIER, R. H. S. THOMP- 
son, and M. N. Turuston. Brain [Brain] 71, 212-228, 
1948. 1 fig., 48 refs. 


In view of the finding that the demyelinating diseases, 
swayback and enzootic ataxia, in lambs can be pre- 
vented by administration of copper to the ewes, the 
authors investigated the copper metabolism in 26 cases of 
disseminated sclerosis and a few other chronic diseases of 
the central nervous system. British anti-lewisite (BAL) 
causes a marked increase in copper excretion, but there 
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was no difference in this respect between normal persons 
and patients with disseminated sclerosis. In 9 cases 
the ordinary concentration of copper in the urine in 
disseminated sclerosis was significantly lower than in the 
control group. There was no evidence of any significant 
lowering of the copper level in the blood in cases of dis- 
seminated sclerosis or any lowering of haemoglobin levels. 
In a series of rats repeated doses of BAL resulted in a 
lower concentration of copper in the brain and liver but 
no neurological lesions developed. 

The authors comment that the low copper level in the 
urine in cases of disseminated sclerosis may be indirectly 
due to the chronic invalidism and not to the cause of the 
disease. In the one case of Wilson’s disease in their 
series a much higher urinary excretion of copper was 
found than in any other subject. N. S. Alcock 


932. Hemorrhagic Lesions in the Central Nervous 
System in Acute Poliomyelitis 

M. Ley, S. J. RupeN, and W. J. Reats. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 60, 182-195, Aug., 1948. 5 figs., 39 refs. 


During the epidemic of acute poliomyelitis in Nebraska 
in 1946 the authors performed necropsies on 14 patients 
who died from the bulbar form of the disease. They 
were impressed by the unusual amount of haemorrhagic 
change found. Haemorrhages were not correlated with 
the amount of perivascular or parenchymal infiltration 
of inflammatory cells. Regardless of the length of 
illness, the haemorrhages appeared to be recent; in 12 
cases they were correlated with extreme dilatation of the 
veins and venules. The authors note that in the terminal 
stages of bulbar poliomyelitis considerable anoxia and 
peripheral vasodilatation are present. They suggest 
that these factors, coupled with the stagnation in the 
vertebral venous system and the force of gravity in a 
patient constantly on his back in a respirator, produce 
these terminal haemorrhages. The toxic effect on the 
veins of degenerated products of brain tissue may be 
another factor. In 2 cords the haemorrhages were out 
of all proportion to the dilatation of the veins, and from 
this it is deduced that post-mortem manipulation is a 
final factor in the genesis of small haemorrhages and in 
the enlargement of pre-existing ones. N. S. Alcock 


933. Cerebellar Syndrome of Frontal Origin. (Syn- 
drome cérébelleux d’origine frontale) 
C. Ferrero and J.P. Doret. Monatsschrift fiir Psychia- 
trie und Neurologie [Mschr. Psychiat. Neurol.] 116, 
364-384, Dec., 1948. Bibliography. 


The purpose of this investigation was to discover 
whether it is possible to diagnose correctly the affected 
side in cases in which frontal tumours produce “ cere- 
bellar”’ signs. The relevant facts are collected in several 
large tables. Table 1 contains the conclusions arrived 
at by a number of previous workers in this field (Vincent, 
Barré, Brun, Ruffin, Bing, and others). Table 2 contains 
the results of physiological experiments relevant to the 
problem under discussion. Table 3 shows anatomical 


and clinical details of 91 cases collected from the 


literature and of a further 26 cases observed in the 
Medical Department of the University of Geneva; all 
these lesions had been verified, anatomically or surgically. 
The authors conclude that the statements in literature 
referring to clinical observations and experimental 
investigations are contradictory. In a given case of 
frontal tumour’ with “ cerebellar-vestibular ’”’ signs, the 
symptoms may change during the course of the illness. 
The “* cerebellar ’’ symptoms seem to depend on the site 
of the lesion, its nature, and its distant effects. There is 
no definite rule about the side of the lesion in the cases 
under discussion. If, however, Romberg’s sign is pre- 
sent together with dysmetria, adiadochokinesis, and 
muscular hypotonia, the lesion is in 60% of the cases 
contralateral. F. K. Kessel 


934. Cystic and Cellular Tumours of Cerebral Ventricles. 
(Ober cystische und zellige Geschwiilste der Hirnventrikel) 
J. DoernsacH. Virchows Archiv fiir Pathologische 
Anatomie und Physiologie [Virchows Arch.] 316, 51-75, 
1948. 9 figs., bibliography. 


Two cases of tumours of the cerebral ventricles are 
reported. The first was a pedunculated cystic tumour 
situated in the considerably enlarged left lateral ventricle. 
Histologically it corresponded to the so-called ependymal 
cysts of the third ventricle; there was a connective- 
tissue capsule with honey-comb cells distended with fat, 
an epithelial layer, and a fluid containing a colloid sub- 
stance with desquamated cells, lipid granules, and re- 
mainders of nuclei. The cyst was probably derived from 
the anterior portion of the third ventricle in the region 
of the foramen of Monro, and moved later into the 
lateral ventricle. The second tumour was a true neoplasm 
of the inferior cornu of the left lateral ventricle derived 
from the glomus chorioideum. There was cell pro- 
liferation with fatty granular cells and proliferative cells 
producing a gelatinous intermediary substance, and cystic 
degeneration. This tumour may represent an earlier 
phase of the cyst in the first case. O. Neubauer 


935. Cystic Pituitary Adenomata 

J. E. Paterson. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 11, 280-287, 
Nov., 1948. 5 figs., 6 refs. 


The author discusses experiences at operation and 
afterwards in 10 cases of cyst formation out of a series 
of 49 cases of pituitary adenoma. Although with one 
exception the cystic lesions were indistinguishable 
histologically from other pituitary adenomata it is 
generally agreed that they behave differently from solid 
tumours. In particular it is stated that operation pro- 
duces a greater and more rapid improvement in the visual 
fields in the cases of cystic lesions, that visual field defects 
recur more frequently after operation, and that the cysts 
are more radioresistant. 

The author reserves the term cystic for those tumours 
from which an appreciable amount of fluid can be 
aspirated through a needle. The amount of fluid varied 
between 4 and 17 ml. in the 10 cases. In 4 cases the fluid 
was Clear yellow and in one case it clotted spontaneously. 
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In the other cases the fluid was dark in colour and had 
sometimes the appearance of old blood, but in 3 cases it 
resembled the contents of a Rathke pouch cyst—brownish 
“ motor oil ’”’ fluid shimmering with cholesterol crystals. 
It is important to realize that such cholesterol-containing 
fluid may be found in cystic chromophobe adenomata. 
The operative and post-operative treatment of these two 
lesions is by no means identical and the lesson to be 
drawn is that there should be a biopsy report in all such 
cases before operative closure. There was only one fatal 
case in the series. At operation a large cyst containing 
16 ml. of brown fluid had been aspirated and post- 
operative haemorrhage occurred into the cyst, which 
contained large thyroid-like vesicles such as are found in 
the pars intermedia of the normal pituitary. There was 
no real evidence of a greater tendency to recurrence in 
the cystic growths. Details are given of a case in which 
two relapses were treated by x-ray irradiation after a 
great improvement in vision had followed operation. 
Death occurred a few months after the last session of 
x-ray treatment, presumably from hypothalamic atrophy 
due to an overdose of x rays. J. MacD. Holmes 


936. Primary Intracranial Chorionepithelioma. (Chorio- 
épithélioma primitif intracranien) 

L. FrRUHLING, F. TAVARES, and B. MONTRIEUL. Sch- 
weizerische Zeitschrift fiir Pathologie und Bakteriologie 
[Schweiz. Z. Path. Bakt.] 12, 193-202, 1949. 6 figs., 
5 refs. 


937. Localized Atrophy of the Cerebellar Cortex in 
Chronic Alcoholism. (Lokalisierte Atrophie der Klein- 
hirnrinde bei chronischem Alkoholismus) 


K. SANTHA. Monatsschrift fiir Psychiatrie und Neuro- 


logie [Mschr. Psychiat. Neurol.] 116, 346-363, Dec., 
1948. 7 figs., 38 refs. 


A 36-year-old alcohol addict was admitted in delirium 
tremens to the author’s department and died a few days 
later from bronchopneumonia. Post-mortem examina- 
tion reveaied localized atrophy of the cerebellar cortex 
in the area of the superior vermis. In the atrophic 
region the Purkinje cells were nearly completely absent, 
and this was also the case in the anterior aspect of the 
declive. In the pyramid Purkinje cells were absent from 
several areas. The area of destruction of these cells 
corresponded exactly to the field of projection of the 
spino-cerebellar tracts; these tracts, however, were intact. 
The olives were moderately atrophied. The author 
discusses at some length the relevant literature and tries 
to classify his own case. F. K. Kessel 
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938. Activation of Human Nerves by Ischemia. Trous- 
seau’s Phenomenon in Tetany 

E. KuGELBERG. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 140-152, Aug., 
1948. 1 fig., 19 refs. 


The author studied the symptoms of excitation induced 
by ischaemia brought about by compression with a 


pneumatic cuff on the human arm in cases of latent 
tetany caused by forced respiration and hypocalcaemia. 

As a result of his experiments he concluded that the 
Trousseau sign, or the spasm, is due principally to 
ischaemic activation of the proximal part of the longest 
motor nerve fibres. The electromyographic picture of 
the spasm is described. The double spikes elicited in 
this way are considered to be due to an iterative response 
in the same nerve fibre. The author stresses the clinical 
importance of observing the tactile paraesthesia in con- 
nexion with the elicitation of the Trousseau phenomenon. 

In the ulnar nerve, ischaemia activates the A nerve 
fibres according to their threshold for an_ iterative 
response to a slowly rising or constant current. The 
motor discharge elicited by ischaemic activation is, in 
certain respects, identical with that evoked by a slowly 
rising current. The activity usually starts with a unit 
of small amplitude, and this is followed by units of 
progressively larger spikes. The units “ recruited ”’ 
are often the same, and the frequencies of discharge are 
likewise similar. The distribution and order of activa- 
tion of different tactile and motor fibres in the arm in 
ischaemia correspond with these factors in ischaemic 
paralysis. The longer tactile fibres, the longer motor 
fibres, the shorter tactile fibres, the extensor motor 
fibres, and the flexor motor fibres are activated and 
paralysed in this order. 

The author discusses these facts in relation to certain 
clinical symptoms of irritation and paralysis due to 
cerebral circulatory disturbances, indicating that the 
characteristics of the different fibres at the periphery are 
retained in the central pathways. N. S. Alcock 


939. Activation of Human Nerves by Hyperventilation 
and Hypocalcemia. Neurologic Mechanism of Symptoms 
of Irritation in Tetany 
E. KUGELBERG. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 60, 153-164, Aug., 
1948. 2 figs., 17 refs. 


In this paper is described the study in the human arm 
and hand of the symptoms of irritation associated with 
tetany, chiefly elicited by forced respiration. An electro- 
myogram of the spasm is reproduced and described. 

The author arrives at the following conclusions: 
(1) The spasm is caused by spontaneous discharges 
arising first in the proximal part of the longest motor 
nerve fibres. The double spikes previously observed by 
Turpin, Lefebvre, and Lerique (C.R. Acad. Sci., Paris, 
1943, 216, 579) are due to an iterative response in nerve 
fibres of low accommodation. They are commonest 
in units of small amplitude, and become single spikes 
when the frequency is increased. (2) Hyperventilation 
or hypocalcaemia produces discharges in the A fibres 
of the ulnar nerve according to their threshold for an 
iterative response to a slowly rising or constant current. 
(3) Stimulation of a nerve in latent tetany with a slowly 
rising current reactivates the spontaneous motor dis- 
charge of tetany. Both the activity provoked electrically 
and that produced by tetany start with a unit of small 
amplitude and are followed by units of progressively 
larger spikes. In most experiments the units “ recruited ” 
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are the same; there is little or no difference in the 


frequency of discharge. (4) The changed autorhythmic . 


properties of the motor nerve fibres in tetany are also 
impressed on the pattern of the impulses evoked by 
voluntary contraction. (5) In tetany the order of activa- 
tion of the various nerve fibres in the arm is similar to 
that in ischaemic activation and paralysis. With regard 
to the order of activation of spikes of various sizes and 
the frequency of discharge ischaemia has exactly the same 
effect on the motor nerve as does hyperventilation or 
hypocalcaemia. 

The common factor involved in the iterative response 
to a constant current in tetany activation and in ischaemic 
activation and paralysis is briefly discussed. It is 
suggested that the relative differences between nerve 
fibres in the periphery revealed by ischaemia and tetany 
may be maintained right up to the cortex. 

N. S. Alcock 


940. Peripheral Neuritis in Periarteritis Nodosa. A 
Clinicopathologic Study 
L. L. LovsHin and J. W. KERNOHAN. Archives of 
Internal Medicine [Arch. intern. Med.] 82, 321-338, 
Oct., 1948. 5 figs., 15 refs. 


941. The Problem of “ Essential’ Sciatica and _ its 
Treatment. (Le probléme de la sciatique dite essentielle 
et son tiaitement) 

S. DE Sékze. Progrés Médical (Progr. méd., Paris] 77, 
203-207, May 24, 1949. 


OTHER NERVOUS DISEASES 


942. Psychomotor Epilepsy 

E. L. Gress, F. A. Gisss, and B. Fuster. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 60, 331-339, Oct., 1948. 4 figs., 16 refs. 


' The authors present their conception of epilepsy, in 
which this disorder is classified in three groups: con- 
vulsions, petit-mal seizures, and psychomotor seizures or 
psychic equivalents. The Gibbs classification of epilepsy 
according to the type of electroencephalogram has not 
been accepted by all neurologists, and the importance the 
authors attribute to “ flat-topped waves” has been 
accepted by even fewer. This paper adds to the growing 
evidence that there is often an association between a 
focus in the temporal lobe and automatic behaviour, 
negativism, organized movements such as _ pushing, 
searching, lip-smacking, undressing, or confused talking. 

P. W. Nathan 


943. Intravenous Neostigmine in Diagnosis of Myas- 
thenia Gravis 

J. E. TerHer. Annals of Internal Medicine {Ann. intern. 
Med.) 29, 1132-1138, Dec., 1948. 2 figs., 13 refs. 


The authors used 0-5 mg. of neostigmine intravenously 
instead of 1-5 mg. intramuscularly in the diagnosis of 
myasthenia gravis. They consider this to be a useful 
rapid test for the ‘‘ busy practitioner ’’, as they cal] him. 


They have employed the intravenous injection in several 
hundred cases, with no ill effects or toxic action, and they 
believe that it is accurate in a high percentage of cases. 
[Certainly the photographs reproduced support their 
claims for speed and precision]. They give details of 
a girl complaining of ptosis, diplopia, dysarthria, 
dysphagia, and general incapacitating muscular weakness 
of 4 years’ duration who, within 15 seconds of an intra- 
venous injection, said distinctly, “* I don’t see double any 
more ”’. 

The authors are greatly impressed also with the radio- 
logical demonstration of very rapid improvement in the 
power of swallowing after the intravenous administration 
of 0-5 mg. of neostigmine. In their experience, intra- 
venous neostigmine has given better results in the per- 
formance of the fluoroscopic barium-swallow test for - 
dysphagia than has intramuscular neostigmine. When 
barium is retained in the upper oesophagus, 0-5 mg. of 
neostigmine is injected intravenously. If the dysphagia 
is due to myasthenia gravis, a return to normal! swallow- 
ing takes place in a few minutes instead of the 20 minutes 
or more required with intramuscular administration. 

G. F. Walker 


944. On a Possible Relationship Between Hereditary 
Ataxia and Peroneal Muscular Atrophy; with a Critical 
Review of the Problems of “ Intermediate Forms ”’ in the 
Degenerative Disorders of the Central Nervous System 


M. RotH. Brain [Brain] 71, 416-433, Dec., 1948. 


2 figs., 56 refs. 


This paper describes two families which provide further 
evidence of a connexion between Friedreich’s disease and 
peroneal muscular atrophy. In the first family, Charcot— 
Marie—Tooth disease occurred together with one example 
of abortive Friedreich’s disease, abnormalities of the 
type of the Roussy—Lévy syndrome, and early disabilities 
in children which may develop into any of these. The 
second family contained one member in whom the 
Friedreich syndrome was associated with the amyotrophy 
typical of peroneal muscular atrophy. This patient 
also had certain disabilities more commonly associated 
with the so-called “* Marie ’’ type of ataxia, and suffered 
from epilepsy, a condition rarely recorded in this group 
of disorders. Her mother showed signs of an abortive 
form of Friedreich’s disease. 

The genetics of these disorders are discussed. It is 
argued that the system of classification by physical signs 
may cut across the boundaries set by genetic factors and 
provide problems in the shape of “ intermediate forms ”’. 
The genetic relationship of the various transitional and 
abortive forms to the main clinical syndromes is discussed. 
The importance of the phenomenon of several genes 
producing the same disease is stressed and the action 


of natural selection in separating clinically the different. 


genetic groups is described. The possible significance of 
this in relation to the problem of the resemblance 
between the hereditary degenerative disorders and the 
changes in the central nervous system in old age is 
considered. [Cf. André-van Leeuwen and Moreau 


(Mschr. Psychiat. Neurol., 1946, 112, 121) (Abstracts of 
J. MacD. Holmes 


World Medicine, 1947, 1, 536).] 
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Psychiatry 


945. Depersonalization and the Body Ego with Special 
Reference to the Genital Representation 

L. BERMAN. Psychoanalytic Quarterly (Psychoanal. 
Quart.) 17, 433-452, 1948. 30 refs. 


A psychoanalytic discussion is given of the pheno- 
menon of the feeling of reality commonly found in 
psychoneurotics and psychotics. Freud related it to the 
phenomena of false recognition and déja-vu, and ‘described 
these states as due to attempts either to include something 
in the ego or to exclude something. Other analytical 
theories are referred to, mostly relating the phenomenon 
to narcissistic manifestations. ‘Too much stress has been 
laid on the psychological aspect of the ego and not 
enough on the bodily aspect, which is specially prominent 
ininfancy. The loss of reality may be related to fantasies 
of self-castration and father castration. A case is fully 
described with special reference to castration ideas and 
oral eroticism with sadistic and homosexual tendencies. 
Attention is drawn to the suggestion that depersonaliza- 
tion is apt to develop as a result of body ego disturbances, 
especially of genital representations. A theory of normal 
body ego development is formulated. R. G. Gordon 


946. On the Differentiation of Some Typical Forms of 
Hypnagogic Hallucinations. [In English] : 
H. VinveLIN. Acta Psychiatrica et Neurologica {Acta 
psychiat., Kbh.] 23, 359-389, 1948. 35 refs. 


In the process of falling asleep two stages can be dis- 
tinguished, the first being characterized by increasing 
fatigue, and the second being known as the hypnagogic 
state, the beginning of which is marked by qualitative 
changes in the conscious psychic processes. The process 
terminates in an intermediate state between wakefulness 
and sleep, in which consciousness is interrupted by 
intruding dream-absences, the final transition into 
dream-consciousness being marked by complete dis- 
appearance of the consciousness of situation. The 
hypnagogic state differs from dream-consciousness in 
that all the essential marks of the wakeful states—per- 
manent orientation, the ability to notice and to criticize 
phenomena, and the power to make voluntary movements 
—are continually present. 

In the present study, details of 170 hypnagogic visions 
were recorded by 3 healthy physicians whose ages ranged 
from 23 to 38 years. The observations were made lying 
down in the dark with the eyes closed. The visions are 
divided into: (a) “ visions of somatic connections ”’ 
consisting of visions of memory images (old images 
being more likely to appear than new ones) and of 
synaesthetic visions (in which a non-visual sensation calls 
forth an original hypnagogic vision, the features of which 
are a reflection of the provoking stimulus) and (d) 
“visions of psychic connections ’’, in which the hypna- 
gogic vision can be traced back to a definite actual mental 


content. Spontaneous hypnagogic visions may be 
symptomatic of exhaustion, of a toxic state, of febrile 
delirium, or of amentia, and their diagnostic significance 
is discussed. G. de M. Rudolf 


947. Mental Symptoms in Association with Pituitary— 
Hypothalamus Lesions. [In English] 

A. L. PEDERSEN. Acta Psychiatrica et Neurologica 
[Acta psychiat., Kbh.] 23, 261-277, 1948. 23 refs. 


The author studied 3 groups of patients admitted to 
the Frederiksberg Hospital at Copenhagen; the first 
consisting of 4 patients with clinically certain pituitary 
lesions, the second of 4 with probable hypothalamic 
lesions, and the third of 4 with organic brain lesions 
presumably affecting the hypothalamus. The members 
of the first group were emotionally unstable, with 
irritability, explosiveness, and egocentricity. The second 
group of patients suffered from headaches, fainting 
attacks, emotional instability, and egocentricity, and were 
found to have a low basal metabolic rate. The patients 
of the third group suffered from headaches and recurrent 
attacks of stupor or unconsciousness which, in 2 cases, 
were accompanied by motor disturbances and in all 4 
were followed by amnesia for the period of the attack. 
Before and immediately after the attacks, these patients 
were sulky, hard to please, quarrelsome, and 
unreasonable. The emotional syndrome in the three 
groups was of a somewhat uniform type. 

The author believes that his findings support the 
theory of the importance of the hypothalamus in the 
causation of emotional disturbances and hysterical 
reactions, and advises that in such cases search should be 
made for signs of disturbance in the somatic functions of 
the hypothalamus, such as regulation of fat and carbo- 
hydrate metabolism, sexual function, and blood pressure. 

G. de M. Rudolf 


948. A Preliminary Report of the Value of Pentothal 
Sodium as a Prognostic Aid in 40 Mental Patients 

D. A. BarBara. Psychiatric Quarterly (Psychiat. 
Quart.) 22, 418-427, 1948. 7 refs. 


For nearly 30 years narcosis, induced chiefly by barbi- 
turates, has been used in the treatment of mental patients 
who, it is claimed, become more communicative, and 
develop better rapport and a certain amount of euphoria 
while under the influence of the drug. The administra- 
tion of such drugs may therefore be of positive benefit 
in itself, apart from facilitating analysis and abreaction. 
It is now suggested that the procedure may have prog- 
nostic as well as therapeutic value and the present study 
was undertaken in order to test this hypothesis. 

Gottlieb and Hope, in a previous study (Arch. Neurol. 
Psychiat., Chicago, 1941, 46, 85), suggested that, whatever 
form of therapy was used, the prognosis was better in 
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those patients who had shown a favourable response to 
the administration of “ sodium amytal” than in those 
who had not. The present author used “ pentothal 
sodium ”’ in the treatment of two groups, one of 20 cases 
of schizophrenia, and the other of 10 cases of alcoholic 
psychosis and 10 of psychoneurosis, the former group 
also receiving electric convulsive therapy or insulin shock 
treatment. The effect of treament was estimated with 
reference to the state of the affect, the associations, and 
the degree of insight. 

Improvement was noted in 11 schizophrenic cases 
(55%) and in 14 of the others (70%). Of a total of 17 
cases in which the reactions to “ pentothal sodium ”’ had 
been good, 5 were classified subsequently as ** recovered ”’, 
6 as ** much improved ”’, and 6 as “ improved ”’, whereas 
of 23 with poor reactions to the drug, 2 were classified 
as “‘much improved”, 6 as “ improved” and 15 as 
“unimproved ”’. Although these results are not con- 
clusive they tend to support those of Gottlieb and Hope, 
and in view of the rapidity and short duration of action, 
and of the mild toxicity of “ pentothal”, further 
experiments along these lines are warranted. 

R. G. Gordon 


949. Cerebral Reactions to Induced Oxygen Lack. 
(Cerebrale Reaktionen bei Sauerstoffmangel-Belastung) 
K. Eckert. Wiener Zeitschrift fiir Nervenheilkunde 
[Wien. Z. Nervenheilk.] 2, 24-52, 1948. 5 figs., biblio- 
graphy. 


Observations were made on 2,071 healthy airmen 
inhaling nitrogen with about 7% oxygen. A history of 
head injury amounting at least to concussion was given 
by 160. The course of oxygen lack, normally character- 
ized by progressive deterioration of motor function and 
psychic narrowing without unpleasant perceptions, may 
be altered, the following symptom groups being described: 
(1) psychic disinhibition and motor overactivity; 
(2) malaise, premature sweating, anxiety, headache, 
feeling of hindered breathing; (3) disintegration of 
efficiency appearing soon after the first definite sign of 
oxygen lack, mental control frequently remaining 
substantially better than motor skill; (4) early circulatory 
collapse with fall in blood pressure and bradycardia, of 
sudden onset without previous signs of high-grade 
oxygen lack, and reflex in origin. When oxygen is 
given, a transient worsening of the disturbances caused 
by its lack is common; in a few cases there is a “* para- 
doxical effect ” of definite motor excitement. The cases 
with a history of head injury could be divided into the 


above symptom groups—especially severe or rapid 


disintegration of performance, and the paradoxical 
effect—more frequently than the others. They included 
6 of the 7 cases of severe paradoxical effect. 
Measurements of the intracranial pressure were made 
on patients with traumatic skull defects covered only by 
soft tissue. The pressure rises considerably during 
oxygen lack, owing to increased loading of the cerebral 
circulation. During the paradoxical effect it shows a 
further rise with a characteristic alteration of the 
respiratory waves. The author discusses the special 
vascular situation accompanying this. The increased 


frequency of abnormal cerebral reactions, and especially 


the appearance of the paradoxical effect, are conceived 
as an altered mode of reaction which in some cases repre- 
sents a palpable condition long after head injury. In 
this sense oxygen lack may be a test of function of the 
cerebral circulation, and with its help a group of other- 
wise clinically indistinguishable post-concussional cases 
may be differentiated. The loading of the cerebral 
circulation after oxygen lack declines steeply, beginning 
slowly to rise once more 5 minutes after giving oxygen. 
W. Forster 


950. The State Mental Hospital as a Specialized 
Community Experience 

J. F. BATEMAN and H. W. DUNHAM. American Journal 
of Psychiatry [Amer. J. Psychiat.] 105, 445-448, Dec., 
1948. 


951. Folie 4 Deux (Psychosis of Association) 

E. AscHer. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 61, 177-182, Feb., 
1949. 9 refs. 


MANIC-DEPRESSIVE PSYCHOSES 


952. Manic-depressive Psychosis. Course when 
Treated and Untreated with Electric Shock 

P. E. Huston and L. M. Locuer. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 
37-48, July, 1948. 23 refs. 


_ The effect of electric shock treatment in depressive 
illnesses was investigated by the comparison of treated 
and untreated groups of 74 and 80 patients respectively, 
admitted to the Iowa State Psychopathic Hospital. 
The two groups were comparable as regards age of onset 
of depression, duration of illness before admission, 
proportion of cases of typical and atypical depression, 
number and duration of previous episodes of depression, 
and racial, cultural and economic factors. The groups 
differed in three respects: the patients treated by shock 
were admitted between 1941 and 1943, the control 
patients between 1930 and 1938. The treated group 
contained a greater proportion of women and the follow- 
up period for this group was considerably shorter, vary- 
ing from 2 months to 4 years (median 3 years) compared 
with a range in the control group of 1 to 14 years (median 
7 years). 

The recovery rate was high in both treated and control 
groups (88 and 79% respectively). The number of sui- 
cides and deaths from other causes was significantly 
lower among the treated patients. The duration of 
episodes of depression in recovered patients was shorter 
in the treated than in the control group; the median 
values were 9 and 15 months respectively. Shock 
therapy did not prevent relapses, nor did it predispose to 
subsequent attacks of depression, since the number of 
relapses was 11 in either group within the same range of 
time. [The authors do not consider the possibility of 
earlier relapses in the group treated by electric shock. 
Their figures show that the median interval between 
recovery and subsequent depression in the 11 relapsing 


"Fg - & 


| 
| 
9: 
ir 
N 
[J 
fc 
M 
le 
th 
V 
in 
de 
fr 
m 
pi 
th 
Ww 
pr 
Va 
pi 
95 
M 
D 
N 
sti 
pr 
ar 
St 
ni 
30 
20 


THERAPY 235 


patients was 18 months in the treated group and 22 
months among the controls.] 

A positive family history, pre-psychotic personality, 
acuteness of onset, and sex had no influence on the 
course and outcome of the depression. Age of onset, 
psychogenic precipitation, and severity of illness tended 
to prolong periods of depression in the control group 
but not in the shock-treated patients. First attacks of 
depression seemed to respond better to shock treatment 
than did subsequent ones. F. K. Taylor 


953. Intensive Psychotherapy of Manic-depressives. A 
Preliminary Report. [In English] 

F. FROMM-REICHMANN. Confinia Neurologica [Confin. 
neurol., Basel| 9, 158-165, 1949. 


954. Hyperostosis fFrontalis Interna and Similar 
Syndromes in Mental Disease. (L’iperostosi frontale 
interna e sindromi similari nei malati di mente) 

M. C. Cortest. Rassegna di Neurologia Vegetativa 
[Rass. Neurol. veg.] 6, 213-251, Dec. 15, 1947. 6 figs., 
14 refs. 


There has been much debate concerning the several 
forms and sites, the precise clinical significance, and, in 
particular, the aetiology of the ill-defined Morgagni- 
Morel syndrome. The author has investigated radio- 
logically a series of 100 psychiatric patients, most of 
them females, drawn from the Psychiatric Hospital of 
Venice, 20 of whom were selected as showing clinical 
evidence of the condition, the remainder being taken at 
random. Evidence of endocraniotic lesions was found 
in 12 of the selected cases and in 14 others. Clinical 
details are given of 11 cases of definite hyperostosis 
frontalis interna. The author finds little support for any 
of the suggested aetiologies, there being no evidence in her 
cases of abnormally high incidence of chronic sinusitis, 
meningeal hyperergy and diencephalitis, or of meno- 
pausal vascular and endocrine disturbance. Nor could 
the thesis of a definite syndrome be supported; headache 
was far from constant, adiposity and hirsuties were rare, 
polyphagia and polydipsia did not occur, and cardio- 
vascular disease was minimal. Psychiatrically, the 
patients were typical mental hospital inmates. 


John .Hambling 
THERAPY 
955. Psychological Effects in Depressive Patients of the 
Marihuana Homologue Synhexy] 


D. A. Ponp. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.| 11, 271-279, 
Nov., 1948. 17 refs. 


\ The effects of hashish in the form of “‘ synhexyl” were 
studied on a group of 14 patients, all with depression as a 
prominent symptom, and compared with those of 
amphetamine (‘‘ benzedrine’’) on the same patients. 
Study of each group of patients lasted for 4 days, begin- 
ning with a control day on which no drug was given; 
30 mg. synhexyl was given on the morning of the second, 


20 mg. amphetamine on the third, and 40 mg. synhexyl on 


‘tained for 60 days. 


the fourth day. Psychological tests were carried out at 
intervals before giving the drug, during the period of 
maximum effect, and when this had declined. The 
psychiatric and neurological symptoms after receiving 
synhexyl are described. Depersonalization increased in 
4 patients, and anxiety and tension in 5. Some 
difficulty in concentration was observed in all. Emo- 
tional lability, particularly in cases of immature 
personality, was observed in some, chiefly as a mild 
euphoria, but the predominant response was apprehen- 
siveness. Clouding of consciousness was noted with the 
larger doses in nearly all. The psychological tests were 
designed to estimate perseveration, concentration, 
quality of performance, and persistence. The number of 
errors increased under the influence of synhexyl, in 
contrast to amphetamine. Synhexyl tended to increase 
perseveration. Persistence was notably diminished. 
Amphetamine was found to be markedly superior to 
synhexyl in alleviating depressive states. Behaviour 
observed mainly resembled the frontal lobe syndrome 
with the exception of an increased introversion, a turning 
to phantasy away from reality, and the clouding of con- 
sciousness. Only one patient showed improvement with 
synhexyl. There was thus no evidence that synhexyl is 
of value in the treatment of depression. 
E. W. Anderson 


956. Subcoma Insulin Therapy: An Analysis of 300 
Cases 
TOMLINSON. Psychiatric Quarterly (Psychiat. 
Quart.) 22, 609-620, 1948. 4 refs. i 


In the method of treatment for mental illness described 
insulin dosage is increased until a subcoma state is reached 
in which occur hunger, diaphoresis, a fall in body 
temperature, increased perspiration and salivation, and 
sometimes restlessness. This level of dosage is main- 
If improvement results and is 
maintained for 14 days after cessation of treatment, 
permanent results may be looked for; most relapses 
occur within 14-days. The results of this technique in 
300 cases, mostly of schizophrenia, are analysed and 
found to be gratifying with reference to recovery or 
improvement, and to diminished period of stay in 
hospital. Since by this method consciousness is never 
lost psychotherapy may continue all the time. The 
extended use of the method is recommended. 

R. G. Gordon 


957. The Use of Histamine in Preparing Patients for 
Psychotherapy 

E. O. Niver. Psychiatric Quarterly (Psychiat. Quart.} 
22, 729-736, 1948. 5 refs. 


In an effort to desensitize patients showing some 
anxiety in relation to psychotherapy the author used 
intravenous injections of histamine on the grounds that 
acute anxiety was accompanied by excess of adrenaline 
(epinephrine) in the blood and that histamine neutralizes 
the adrenaline. A dose of 0-1 mg. was given intra- 
venously within a minute‘at intervals. of 2 to 10 days as 
necessary. Eleven cases are described in which there was 
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a dramatic if temporary stabilization facilitating psycho- 
therapy. There was often pronounced abreaction in the 
passive withdrawn type of patient. R. G. Gordon 


958. Changes in the Brain Associated with Electro- 
narcosis. Report of a Case 

B. J. ALPerRs and L. Mapow. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 60, 366- 
375, Oct., 1948. 6 figs., 12 refs. 


This report on the first case in which death followed 
electronarcosis gives a detailed description of patho- 
logical changes found in the brain. The case in question 
was that of a maniacal female mental defective aged 28. 
She failed to respond to electric convulsion treatment in 
1941, and in September, 1946, electronarcosis was started. 
A current of 180 mA and 100 to 200 volts was used. 
She was given three bursts of 10 seconds each over a 
period of one minute. She remained stuporous for an 
hour, and died 3 hours after the application of the 
current. Necropsy revealed scattered haemorrhages 
and engorgement and dilatation of the blood vessels in 
the brain, with loss of ganglion cells. The most distinct 
recent haemorrhages were seen in the caudate nuclei, 
the posterior hypothalamic nuclei, the supraoptic 
nucleus, and the cerebellum. There were smaller 
haemorrhages in the cerebral cortex and the corpus 
callosum. The areas in which the ganglion cells were 
reduced in number were consistent with the mental 
deficiency, but the scattered haemorrhages must be 
attributed to the electronarcotic treatment, as necropsy 
did not reveal any other causative agent which could 
account for the cerebral changes. J. T. Leyberg 


959. Investigations into the Reflexes During the Post- 
convulsive Stage of Metrazol and Electro-shock Seizures. 
{In English] 

T. BrRoMAN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.| 23, 183-203, 1948. 18 refs. 


The author studied 80 psychiatric patients, chiefly 
male, treated with metrazol (leptazol) or electric con- 
vulsive therapy at the hospital of St. Lars in Lund. All 
the patients were normal neurologically, and the reflexes 
were investigated before, and at frequent intervals after, 
the clonic stage of convulsion. In 61 cases the convulsion 
was elicited with léptazol combined with insulin, in 15 
with electric shock, and in 4 cases it occurred during 
insulin treatment alone. 

The author describes the following sequence of post- 
paroxysmal reflex disturbances: (a) a first phase of 
exteroceptive areflexia, usually combined with exaggera- 
tion of muscle reflexes; (b) a second phase in which the 
corneal and light reflexes, the plantar (Babinski) reflex, 
and the reflexes to painful stimuli return, while the 
exaggeration of the muscle reflexes wanes and spon- 
taneous movements begin; (c) a third phase of gradual 
reappearance of the skin reflexes, the abdominal being the 
last to return. The phases overlap but the first lasts 
about 2 minutes, the second about 4 minutes, and the 
third about 5 minutes. The corneal reflex was invariably 
found to be absent for about 1 minute after the last 


PSYCHIATRY 


convulsion, contrary to the finding of Kino (Brain, 1943, 
66, 152). Asymmetry of reflexes was found in some 
cases. The post-paroxysmal reactions after leptazol and 
insulin did not differ significantly from those after 
electric shock. G. de M. Rudolf 


‘960. Untoward Reactions to Curare Consequent to 


Vagal Hyperactivity following Electroshock Convulsions 
M. D. ALTSCHULE and K. J. TILLOTSON. Archives of 


' Neurology and Psychiatry [Arch. Neurol. Psychiat., 


Chicago] 60, 392-401, Oct., 1948. 4 figs., 23 refs. 


The risks of injecting curare as a preliminary to electric 
shock therapy are well recognized and attributed to 
respiratory paralysis. This paralysis may be caused by 
severe generalized muscular weakness which responds 
to neostigmine, or by central respiratory inhibition in 
which neostigmine is of no avail. The authors draw 
attention to another, less common, type of complication 
which consists of respiratory difficulty with wheezing, 
accompanied by marked bradycardia and cardiac 
arrhythmia. They report 2 cases in which the use of. 
“* intocostrin ’’ as premedication for electric convulsion 
treatment led to this syndrome of vagal hyperactivity; 
in one case death from subsequent pulmonary oedema 
occurred. In both cases electrocardiograms made before 
and during the treatment indicated that the bradycardia 
and asystole were due to vagal excitation. In all seizures 
induced with electricity there is evidence of vagal stimula- 


tion, which is, however, neutralized to some extent by — 


simultaneous adrenergic discharge. p-Tubocurarine, 
and presumably some chemical impurities contained in 
intocostrin, upset this balance by exaggerating the vagal 
effects of electrically induced convulsions. The authors 


believe that pure D-tubocurarine is safer than intocostrin . 


as the vagal hyperactivity is grossly stimulated by 
impurities which the latter contains. J. T. Leyberg 


961. Electro-shock Therapy on Patients Complicated 
by Skeletal Pathology 

W. M. Gysin and K. W. Dumars. Diseases of the 
Nervous System [Dis. nerv. Syst.] 9, 300-304, Oct., 1948. 
3 figs., 5 refs. 


The use of curare or intravenous “ séconal sodium ”’ in 
13 patients treated by a total of 306 electroplexies at the 
Veterans Administration Hospital, Fort Lyon, Colorado, 
is described. Eleven (including 2 with osteoporosis) had 
hypertrophic or traumatic arthritis and compression 
fractures of the thoracic or lumbar vertebrae; one had 
minimal hypertrophic changes and in addition a healed 
fracture of the clavicle; one a fractured metacarpal with 
a Sliding graft. Radiography before and after treatment 
showed no changes in the original pathology. In very 
apprehensive patients seconal was given, but for the most 
part curare was used. Precautions were taken in holding 
and supporting the patient. Two patients (1 after curare 
and 1 after seconal) sustained new vertebral fractures, 
though without detrimental effect on the original 
condition. It is concluded that individuals can be 
treated safely by electroplexy despite pathological changes 
in the skeleton. [The efficacy of the drugs in preventing 
W. Forster 


complications is not compared.] 
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Infectious Diseases 


VIRUS INFECTIONS 


962. Ornithosis (Psittacosis). A Review, with a Report 
of Eight Cases Resulting from Contact with the Domestic 
Pekin Duck 

W. WoLins. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 216, 551-564, Nov., 1948. 9 figs., 
45 refs. 


The domestic Pekin duck is added to the numerous 
wild and domesticated birds known to become infected 
with viruses of the psittacosis-ornithosis group, poten- 
tially transmissible to man by contact with dust from 
infected droppings or nasal secretions and occasionally 
by bites. Human cases have also occurred without 
known animal contacts. The Pekin duck is reared by 


_ the million in numerous farms on Long Island and 8 cases 


of human ornithosis are reported, confirmed by the 
isolation of an ornithotic virus from the ducks by Meyer 
and Eddie and by complement-fixation tests in the 
patients, who, with the exception of a visitor to a farm, 
worked with the ducks. As a preface to the clinical 
description of these cases the author reviews present 
knowledge of psittacosis-ornithosis with special reference 
to atypical pneumonia as part of the syndrome in man. 
Contrary to earlier belief, atypical pneumonia is a 
minor factor. Nevertheless, the increasing number of 
animal reservoirs of infection and the discovery by 
Meyer and Eddie of a persistent convalescent carrier 
necessitate the exclusion of ornithosis in ‘all cases of 
atypical pneumonia. This is possible early in the attack 
by the inoculation of white mice with the patient’s blood 
or, a little later, with sputum; characteristic changes 
occur in the tissues of the mouse. Complement-fixation 
antibodies are present in human serum about the eighth 
day of the illness and a significant rise in titre (1 in 16 
(4 plus) ) by the fifteenth day is diagnostic. An initial 
high titre followed by a fall during convalescence is 
suggestive. 

It is pointed out that although classical psittacosis is a 
severe disease other human ornithoses are mild or 
relatively mild. Of the 8 cases only one was severe (in 
the elderly visitor) and no patient died. Frank pneu- 
monic processes were not constantly found, nor was 
there any correlation between the severity of the illness 
and the clinical and radiological pulmonary signs. 
These might be confined to slight hilar changes common 
in upper respiratory tract infections but other patients 
had definite clinical signs of a pneumonic process and 
radiological evidence of hilar infiltration and_peri- 
bronchial thickening. Thus ornithosis, other than 
Ppsittacosis, may be associated with minimal pulmonary 
changes. Indeed, the particular infection described may 
be symptomless; 37% of workers with ducks gave a 
positive complement-fixation reaction in significant 
titres compared with 3-4% of the general population 


locally. It also appears that these workers after long 
exposure or latent infection acquire immunity, but unless 
there is constant re-exposure immunity wanes and they 
become liable to clinical attacks. In treatment, sulpha- 
diazine was not successful, but penicillin (50,000 units 
3-hourly) quickly cured 4 of the 6 patients to whom it was 
given. 

[This is a most valuable paper and should be read in 
full]. E. H. R. Harries 


963. Vaccination as Primary Contact with Influenza A 
and B Viruses 

R. V. NicHoLas and W. HENLE. Pediatrics [Pediatrics] 
3, 208-213, Feb., 1949. 16 refs. 


This paper shows that young children do not respond 
well to influenzal vaccines. A series of 98 negro and 
2 white children aged 7 weeks to 3 years, none of whom 
had gone through a major influenzal epidemic, were 
inoculated with either a single dose of 0-5 ml. or two 
weekly doses of 0-25 ml. of influenza vaccine (formalin- 
inactivated A and B viruses). Twenty of the 50 receiving 
the single large dose, and 11 of the 50 receiving the two 
small doses, had febrile reactions. There were no local 
reactions. Of adults inoculated with the same batch of 
vaccine 5% gave febrile responses. 

Before inoculation, the geometric mean antibody level 
was less than 1 in 13. After inoculation it rose to 1 in 81 
and 1 in 82 against virus A in the groups receiving one 
large and two small doses respectively. The correspond- 
ing figures for virus B were | in 51 and 1 in 69. Adults 
receiving a dose of 1 ml. of the vaccine had geometric 
mean antibody levels of 1 in 124 against virus A and | in 
210 against virus B. The inferior antibody response in 
babies may be the result of several factors: (a) the smaller 
dose of vaccine which can safely be administered; (5) 


‘the possible inferior immune response of the younger 


individual; and (c) the absence of basic immunity due 
to previous contacts with influenza viruses. 
J. Vernon Braithwaite 


See also Section Hygiene and Public Health, 
Abstract 471. 


964. Postvaccinal Encephalitis. A Report of 45 Cases 
in New York City 

M. GREENBERG and E. APPELBAUM.. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 216, 565-570, 
Nov., 1948. 24 refs. 


After 1 primary and 7 secondary cases of smallpox 
had appeared in New York City in 1947 about 5 million 
people were vaccinated, and thereafter for 2 months all 
reported cases of encephalitis, poliomyelitis, and other 
neurotropic diseases, and all postvaccinal complications 
and death certificates, were checked. A gross total of 
49 cases of postvaccinal encephalitis was collected, of 
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which 8 proved fatal; after necropsy 4 of these were 
disregarded as death was due to another cause. Thus, 45 
cases (with 4 deaths) were accepted—an incidence of 
approximately 1 in 10,000 vaccinations. The authors 
discuss the variable incidence and mortality rate of the 
condition not only in different countries but in different 
sections of the same country and in different years; no 
satisfactory explanation has been offered for this. They 
point out that the same lymph used in one country may 
be associated with encephalitis and in another not, 
and they therefore exonerate the lymph. The age 
incidence and clinical manifestations in their collected 
series were similar to those reported elsewhere. An 
interesting fact is that in none of the 4 fatal cases were the 
typical histological lesions of postvaccinal encephalitis 
found, in 2 cases the only lesion was marked congestion 
of the brain, and in the other 2 cuffing of the cerebral 
vessels and cord was demonstrated, but this did not 
extend beyond the Virchow—Robin space and no demye- 
lination was present. Vaccine virus was not recovered 
from the brain in 3 cases, and the authors observe that 
the presence of virus in the brain is not proof that it is 
responsible for the pathological changes, since it always 
enters the blood stream soon after vaccination. Thus, 
the aetiology of the disease is still unproved. 
E. H. R. Harries 


965. Eczema Vaccinatum: Recovery of Vaccine Virus 
from the Cutaneous Lesions of Two Children and the 
Demonstration of an Antibody Rise During Convalescence 
I. RUCHMAN and K. Dopp. Journal of Pediatrics [J. 
Pediat.) 33, 544-551, Nov., 1948. _ 5 figs., 23 refs. 


Eczema vaccinatum occurs usually as the result of 
exposure of an eczematous person to a recently vac- 
cinated child, or sometimes as a result of direct inocula- 
tion with vaccine virus. The clinically similar vari- 
celliform eruption of Kaposi is often due to infection with 
the virus of herpes simplex in an eczematous subject. 

This paper describes the recovery of an infectious agent 
from the cutaneous lesions of two children with eczema 
vaccinatum and its identification as a strain of vaccinia 
virus by histological and immunological means. 

Swabs of the patients’ skin lesions were rubbed on the 
scarified corneae of a rabbit. Panophthalmitis deve- 
loped and the cornea of one eye was removed, part being 
examined histologically and the remainder ground in a 
mortar with saline and alundum and centrifuged. The 
supernatant fluid, which was shown by culture to be free 
from bacteria, was then inoculated on to the scarified 
corneae of a second, normal, rabbit, and of a 
third rabbit, which was immune to herpes. The develop- 
ment of panophthalmitis in both rabbits proved the 
infecting agent to be other than the virus of herpes 
simplex and sections of the corneae of the first and 
second rabbits contained numerous Guarnieri bodies. 
Material from the cornea and nictitating membrane of 
the second rabbit was then transferred by swab to the 
corneae of two more rabbits, one of which was immune 
to herpes, and was also injected into the brains of 6 mice. 
Again a reaction occurred in the eyes of both rabbits 
but the mice remained well. Immunity against vaccine 


virus was subsequently demonstrated in 3 of the infected 
rabbits, but neither the rabbits nor the mice had deve- 
loped any immunity against the virus of herpes simplex 
after one month. 

The development of neutralizing antibodies in the 
human patients’ serum during convalescence was then 
demonstrated. Serum from blood obtained on the day 
of admission and 15 days later was mixed in quantities 
of 0-1 ml. with equal volumes of various dilutions of 
a suspension of the R.I. strain of vaccine virus to give 
final dilutions of virus from 1 in 100 up to 1 in 10°, 
After the mixtures had stood at room temperature for 
one hour, 0-1 ml. of each dilution was injected into the 
skin on the back of a rabbit and the subsequent reaction 
studied. Sterile skimmed milk was injected as a control. 
The serum taken in the acute phase of the disease 
inhibited only the 1 in 10’ dilution of virus, but con- 
valescent serum modified the 1 in 10* dilution and 
completely inhibited the 1 in 10° and higher dilutions. 
Similar experiments failed to demonstrate the presence 
of neutralizing antibodies against the virus of herpes 
simplex. P. T. Bray 


966. An Evaluation of the Test for Antihemagglutinin 


in the Diagnosis of Infections by the Mumps Virus 

F. C. Ropsins, L. KitHAM, J. H. Levens, and J. F. 
ENpeERS. Journal of Immunology [J. Immunol.} 61, 
235-242, March, 1949. 11 refs. 


967. Clinical Manifestations of Infection with Polio- 
myelitis Virus 

A. E. Casey, W. I. FisHBeIn, F. B. Gorpon, F. M. 
SCHABEL, and H. N. BUNDESEN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 138, 865-869, 
Nov. 20, 1948. 23 refs. 


These authors report their observations on the sympto- 
matology of poliomyelitis, thus continuing their several 
previous reports on the same subject. They regard the 
commonest form of poliomyelitis as the subclinical, 
which is defined as “ poliomyelitis without stiff neck, 
stiff back, paralysis, or obvious paresis”. [This form 
appears to be the same as that designated “‘ minor 
illness” by Paul and others. The term “ subclinical ” 
would seem to be much less desirable than “ minor 
illness ”’.] 

The observations were made by a close study of 
intimate contacts of a reported paralytic case, and of 
non-contacts in the same area and elsewhere; this study 
includes the taking of temperatures, the examination of 
the cerebrospinal-fluid protein levels, and tests for 
presence of virus. Adopting as criteria of poliomyelitis 
the recovery of virus, or the finding of a raised protein 
level in the cerebrospinal fluid, 21 to 45 days after expo- 
sure to infection, it was found that almost every intimate 
contact was infected with the virus; non-contacts were 
rarely infected. By comparison with controls it was 
established that symptoms suggestive of subclinical 
poliomyelitis were: mild and transient fever, headache, 
vomiting, constipation, myalgia, and drowsiness. Sore 
throat was not found in subclinical cases, but was com- 


-mon when there was stiff neck, stiff back, or paralysis. 
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The suggestion is made that a larger quantity of virus 
may be present in the throat in clinical than in sub- 
clinical cases; the importance of this from the point of 
view of spread of the disease is evident. Running nose, 
diarrhoea, and cough were not considered characteristic 
of poliomyelitis. A. J. Rhodes 


968. Does Familial Predisposition to Anterior Polio- 
myelitis Exist? (Gibt es familiare Disposition fiir 
Poliomyelitis ?) 
H. CzIcket. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.| 78, 1092-1093, Nov. 6, 
1948. 34 refs. 


In a family group consisting of four married brothers 
with their children—a total of 23 members—16 cases of 
poliomyelitis occurred in the summer of 1947. In three 
of these families living on the same farm, 14 persons 
became ill between the middle of August and the middle 
of September, and another at the beginning of 1947. 
One case ended fatally with the picture of Landry’s 
paralysis. In the fourth family (four children) only one 
case occurred. In 15 cases there were meningeal signs; 
2 patients had transient paralyses; in 13 subjected to 
lumbar puncture the cerebrospinal fluid was pathological. 
In addition to the 19 members of this family (with 15 
cases), there were 20 other persons, including 7 children, 
living on the same farm; only one of these contracted the 
disease. All the farm-dwellers drank the same milk. 
Although the wives (no blood relationship) and a son- 
in-law also contracted poliomyelitis, it seems certain that 
a familial predisposition was associated with this mass 
infection. 

No virus investigations were carried out. 

J. Gsell (Excerpta Medica) 


969. Myocardial Changes in Poliomyelitis 

V. B. DotGopot and M. P. CRAGAN. Archives of 
Pathology {Arch. Path.] 46, 202-211, Sept., 1948. 3 figs., 
16 refs. ; 


Acute focal myocarditis was found in 16 out of 92 
patients with poliomyelitis. The ages of the patients 
ranged from 13 months to 37 years, and the duration of 
the disease varied between 2 and 10 days. Cardiac 
failure was present in 4 cases. 

The main histological changes consisted in small 
collections of mononuclear cells, lymphocytes, and histio- 
cytes. The foci were chiefly in the posterior wall of the 
left ventricle, and, although several foci might be seen 
in one section, it was rare for the lesion to exist in more 
than two blocks of tissue. Interstitial oedema was an 
almost constant feature. Myocardial degeneration was 
not constant, but in some cases, both those with and those 
without the typical foci, a widespread intra-sarcolemmal 
fragmentation without loss of striation was found. 
There was no relationship between the myocarditis and 
inflammatory changes in the lungs, and horse serum 
which had been given in 2 positive cases was not con- 
Sidered to be a causative factor. In 45 cases in which 
multiple sections were taken the incidence of focal 
myocarditis was 26-6%. R. H. Heptinstall — 


970. Tracheotomy in Poliomyelitis Simplified with New 
Respirator 

R. L. Pererson and R. C. Warpb. Archives of Oto- 
laryngology [Arch. Otolaryng., Chicago] 48, 156-158, 
Aug., 1948. 1 fig., 2 refs. 


971. Treatment of Poliomyelitis Involving the Respira- 
tory System 

H. E. West and A. G. Bower. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 217, 252-255, 
March, 1949. 


972. Epidemiology of Poliomyelitis in the Light of 
Modern Research 

H. A. Howe. American Journal of Medicine [Amer. J. 
Med.) 6, 537-550, May, 1949. 2 figs., bibliography. 


973. The Natural History of Poliomyelitis 
B. W. Lacey. Lancet [Lancet] 1, 849-859, May 21, 
1949. 3 figs., bibliography. 


See also Section Hygiene and Public Health, 
Abstracts 477-9. 


974. Syringe-transmitted Jaundice. An Inquiry and a 
Plea 

R. S. Morton. British Medical Journal [Brit. med. J.] 
2, 938-939, Nov. 27, 1948. 3 refs. 


Between April 1 and Sept. 30, 1947, at the Newcastle 
General Hospital, in spite of what was thought to be 
adequate sterilization of syringes by boiling, there were 
among those receiving intravenous arsenical therapy 64 
cases of inoculation hepatitis in 338 persons investigated, 
of whom 242 were observed for 6 months or more. There 
were 165 new cases (107 followed up for 6 months) in 
36 (33-6%) of which hepatitis developed while 28 (20-7%) 
cases arose in the 173 persons (135 followed up for 6 
months) already under treatment. It is suggested that the 
difference in incidence is partly accounted for by the fact 
that some of those already under treatment may have 
developed hepatitis elsewhere. Investigation showed 
that syringe sterilization, in spite of orders, was not . 
conscientiously carried out; indeed on many occasions 
syringes were not being boiled between injections. 

R. R. Willcox 


975. Inoculation Hepatitis 
H. Mawcmros, O. WILANDER, and B. HERNER. British 
Medical Journal [Brit. med. J.] 2, 936-938, Nov. 27, 
1948. 2 figs., 12 refs. 


In Scandinavia the term “ inoculation hepatitis ” is 
employed for ‘homologous serum jaundice” or 
“* syringe-transmitted hepatitis”. This is considered 
desirable not only because in many such cases clinical 
jaundice never develops but also because the disease may 
be transferred from one person to another during blood 
sampling by needle prick as well as during injection by 
syringe. In 1923 one of the authors observed an 


outbreak comprising 34 patients, 28 of whom were 
diabetics. The majority had received no insulin but all 
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had been pricked on finger or ear with a “* blood gun ” 
for blood-sugar estimations. Since then many other 
epidemics in diabetics have been reported. 

By use of sodium fluorescein solution under ultra- 
violet light a model experiment was devised to show that 
infected material could be sucked out of a contaminated 
syringe during venepuncture and that, therefore, a freshly 
sterilized syringe is always necessary whenever blood 
specimens are obtained by this method. A special 
sampling instrument for blood-sugar and haemoglobin 
estimations has therefore been constructed. It consists 
of a holder for Miller needles such as that used by dentists 
in the treatment of the root canal, sterilized gramophone 
needles being, however, employed instead. 

[It seems a pity to recommend washing the gramophone 


needles in alcohol and dry sterilizing after use. Surely 


with such a cheap commodity used needles could be 
discarded, thus removing all possible risk of the trans- 
ference of this “* doctor-borne ” disease.] 

R. R. Willcox 


976. On Susceptibility of Japanese Wild Birds for 
Japanese B Encephalitis Virus. 

R. KosBayAsHi, K. ANDO, Y. ToYAMA, K. KURATSUKA, 
S. Arima, K. Saito, Y. TAKAYAMA, N. HIRONAKA, K. 
IsHu, Y. HONDA, and K. Konpo. Japanese Medical 
Journal [Jap. med. J.| 1, 282-288, Aug., 1948. 23 refs. 


RICKETTSIAL INFECTIONS 


977. Treatment of Epidemic Typhus with Aureomycin 
(El tratamiento del tifo exantematico con aureomicina) 
F. Ruiz SANCHEZ and A. Ruiz SANCHEZ. Medicina 
(Revista Mexicana) |Medicina, Mex.] 28, 521-527, Dec. 
25, 1948. 5 figs., 5 refs. 


Five cases of epidemic typhus are reported. The daily 
oral dose of aureomycin was 200 mg. per kilo body weight. 
Treatment was instituted between the 6th and 12th days 
of the disease; it lasted for 1 to 2 days in 5 cases and for 
6 days in one case. The fever abated 24 to 48 hours 
after the beginning of the treatment; a complete clinical 
recovery with disappearance of the exanthem and of all 
subjective symptoms ensued within 2 to 4 days. The 
agglutination reaction for proteus X19 persisted for a 
long time after clinical recovery. There were no 
untoward reactions to the antibiotic. In 26 cases not 
treated with aureomycin the average duration of the 
disease was 14 days. A. Lilker 


978. Further Observations on Complement Fixation in 
Typhus Fever 

W. Liu, H. CHANG, and P. WANG. Journal of Infectious 
Diseases [J. infect. Dis.| 83, 207-219, Nov.—Dec., 1948. 
22 refs. 


Complement-fixation tests were carried out on sera 
collected from 33 patients with typhus fever. Purified 
epidemic and murine rickettsial antigens were used. 
Comparison was made between the results of Weil—Felix 
and complement-fixation tests. Weil—Felix tests were 
carried out serially on 31 patients, but only once on the 


other 2 patients. In the sera of 27 patients the titre of 
proteus OX19 agglutinins rose with or without a con- 
comitant rise in OX2 agglutinins; in 6 patients the 
reaction was negative with both proteus antigens. The 
complement-fixation test was carried out only once, 
towards the end of the illness or during convalescence, 
In 10 cases complement fixation was obtained with 
epidemic antigen in varying titres without fixation of the 
murine antigen; in 20 there was fixation with both anti- 
gens but higher titres were obtained with the epidemic 
antigen. Both antigens were fixed to equally high titres 
in 3 cases. This was possibly due to an infection of 
the epidemic type in individuals previously in contact 
with murine typhus. 

Complement-fixation tests were carried out on the sera 
of vaccinated and non-vaccinated guinea-pigs subse- 
quently infected or re-infected with either an epidemic or 
murine strain of rickettsiae. The sera of normal 
non-vaccinated guinea-pigs infected with either epidemic 
or murine strains of rickettsiae were tested between the 
20th and 42nd days after infection. Complement-fixing 
antibodies were present in varying titres to the homolo- 
gous antigen with or without the development of anti- 
bodies in lower titres to the heterologous antigen. 
Results were similar in the vaccinated guinea-pigs but 
antibodies appeared sooner and the titres rose much 
more than in non-vaccinated animals. 

In guinea-pigs re-infected with one type of rickettsiae 
after recovery from an infection with another type, 
serum was taken on the 11th day before re-infection and 
3 times at weekly intervals during the second infection. 
The antibody titre to the first infecting strain became as 
high as or even higher than that to the re-infecting strain. 

The authors concluded that the complement-fixation 
test is more sensitive and reliable than the Weil—Felix 
test in revealing cases of primary typhus infection or 
re-infection in the different clinical types, and is a useful 
test for differentiating between the epidemic and murine 
types, providing allowance is made for anomalous 
reactions which may occur in post-vaccinial infections 
and re-infections due to heterologous rickettsiae. 

A. Sachs 


979. Aureomycin Therapy of Rocky Mountain Spotted 
Fever . 

S. Ross, E. B. SCHOENBACH, F. G. BurKE, M. S. BRyYER, 
E. C. Rice, and J. A. WASHINGTON. Journal of the 


American Medical Association [J. Amer. med. Ass.] 


138, 1213-1216, Dec. 25, 1948. 16 refs. 


Aureomycin, an antibiotic derived from a strain of 
Streptomyces aureofaciens, has been found to protect 
mice and guinea-pigs infected with the rickettsia of Q 


‘fever, Rocky Mountain spotted fever, murine typhus, and 


rickettsialpox. The substance is not very toxic by the 
oral route, but when given intravenously haemoglobinuria 
and anaemia have been observed. It has been used 
orally in the treatment of 13 cases of Rocky Mountain 
spotted fever during the summer of 1948; 7 of these 
patients were treated at the Children’s Hospital, Washing- 
ton. Three initial ‘“ loading” doses of 2 to 5 mg. of 
aureomycin per kg. body weight were given at hourly 


‘ 
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intervals, and then every 2 hours for maintenance therapy. 
Subsequently the dosage schedule was changed to 4- 
hourly intervals. Treatment was given for a mean 
period of 6 days, ranging from 44 to 9 days. The total 
amount of antibiotic administered ranged from 2-3 to 
16°3 g., with an average of 9-5 g. per patient. It is 
suggested that a good clinical response may be expected 
with daily oral doses of 30 to 60 mg. of aureomycin 
per kg. body weight. The rash usually disappeared 
within 3 to 5 days after beginning treatment, which was 
within 2 to 4 days after the onset of disease. Early 
treatment prevented the development of petechial 
rashes. The clinical improvement was very pronounced, 
since on admission to hospital the patients were toxic, 
irritable, anorexic, and lethargic. Within 1 to 2 days 
after treatment the patients were much more active and 
alert; appetite returned and they became interested in 
their surroundings. 

Aureomycin was found superior to p-aminobenzoic 
acid in that the temperature response was much more 
dramatic. Previous experience of the treatment of 17 
patients with p-aminobenzoic acid during the summers of 
1946 and 1947 indicated that the average duration of 
pyrexia following treatment was 6 days, and the rash 
persisted for an equal period, whereas with aureomycin 
the average duration of fever was 2:3 days. The anti- 
biotic was well tolerated when given orally, and no definite 
toxic symptoms were noted other than nausea and vomit- 
ing in 4 of the cases during the first 2 days of treatment. 

R. Wien 


980. Q Fever—A Review of Current Knowledge 

R. J. HUEBNER, W. L. JELLISON, and M.D. Beck. Annals 
of Internal Medicine [Ann. intern. Med.| 30, 495-509, 
March, 1949. Bibliography. 


See also Section Hygiene and Public Health, Abstract 
472. 
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981. Histological Features of Leprosy in French 
Guiana. (Aspects histopathologiques de la lépre en 
Guyane frangaise) 

H. Frocw and R. Camain. Bulletin de I’ Académie 
Nationale de Médecine [Bull. Acad. Meéd., Paris] 132, 
601-605, Nov., 1948. 6 refs. 


The authors, using the South American classification, 
report the histological findings in 380 biopsies on 257 
lepers at Cayenne and surrounding centres during an 
18-month period. Paraffin sections were stained with 
haematoxylin and eosin for histological examination, and 
with Ziehl—Neelsen (Faraco’s modification) for bacterio- 
logical study. The most significant lesion of each type 
was chosen for biopsy. Bacilli were found in all lepro- 
matous, 31% non-differentiated, 26% tuberculoid minor, 
and 88% tuberculoid major lesions which occurred in 
17, 59, 20, and 4% of the patients respectively. These 
examinations usually confirmed the clinical diagnosis and 
were also useful in prognosis and treatment. Clinical 


improvement in lepromatous lesions was associated with 
M—R 
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corresponding histological changes such as atrophy of the 
epidermis, decrease in vacuolated cells, increase in 
lymphocytes, absence of regeneration of collagenous and 
elastic fibres, and gradual disappearance of bacilli. 
After sulphone therapy the early sites of lepromatous 
infiltration in the superficial dermis and around sweat 
glands and hair follicles were often the first to be replaced — 
by numerous fibrocytes and a few lymphocytes, especially 
in recent lesions. This was explained on the theory that 
a better blood supply allowed access of drugs to haemato- 
genous foci. Undifferentiated and tuberculoid lesions 
were little influenced histologically by sulphones, 
Examination of stained sections for bacilli was found to 
be superior to examination of smears. I. Ansell 


982. Treatment of Leprosy by Sulphones (“ Promin ”’ 
and “ Diasone ’’) in French Guiana. (Traitement de 
la lépre par les sulfones (Promin et Diazone) en Guyane 
francaise) 

H. Firocu and R. CAMAIN. Bulletin de Il’ Académie 
Nationale de Médecine [Bull. Acad. Méd., Paris| 132, 
606-610, Nov., 1948. 


In French Guiana tuberculoid and undifferentiated 
types of leprosy constitute two-thirds of all cases, and 
therefore the authors extended sulphone therapy to 
include these types as well as lepromatous cases. 
Twenty-one lepers received “ promin” over a period of 
9 to 20 months in a daily dose of 1 g. gradually increasing 
to 2 g. for children aged 7 to 10 years, 1-5 g. increasing to 
3 g. for those aged from 10 to 15 years, and 2°5 g. to 5 g. 
for adults. Six intravenous injections were given weekly 
with a fortnight’s rest interval every 2 months, or 1 week 
monthly. Thirty-one lepers were treated with “ dia- 
sone ” for 7 to 14 months, 2 capsules [presumably each of 
0-3 g.] being given daily and the dose being increased to 
3 after a week for adults. For children aged 7 to 14, 
1 capsule was given daily, increasing to 2 after a week; 
children under 7 received 1 capsule daily, with 1 week’s 
rest interval every 3 weeks. 

With both drugs all lepromatous cases improved, as 
did some undifferentiated cases, especially of pre-lepro- 
matous types, and a few tuberculoid cases, the condition 
in the others remaining stationary or becoming worse. 
Histological and bacteriological changes corresponded 
with clinical progress. Slight falls in haemoglobin level 
were corrected by iron therapy. With promin 3 lepra 
reactions were observed amongst lepromatous cases. 
The only incident amongst undifferentiated and tuber- 
culoid cases was an allergic dermatitis in a child aged 11 
necessitating temporary cessation of treatment. Dys- 
pepsia and severe headaches interrupted treatment with 
diasone in 3 cases, and in 1 patient purpura developed. 

The authors conclude that results are best when the 
drug can come into closest contact with the bacilli, as in 
recent lepromatous or pre-lepromatous lesions in young 
patients. Only further observation of prolonged therapy 
in differentiated types will elucidate its value here. In 
tuberculoid types hyperergic reactions occur, and resuits 
are disappointing. Heliotherapy and administration of 
vitamin Dy, are useful adjuncts to sulphone therapy. 

I. Ansell 
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983. Pulmonary Typhoid. II. Lesions of Lymph Nodes 
of the Respiratory Tract in Typhoid Fever and its Pul- 
monary Complications. (K o II. 
THe ero OCNOMHEHHAX) 

Y. M. Lazovskn, E. N. KupryAvtTseva, and E. G. 
MELNIK. Apxus [laronorun ([Arkh. Patol.) 10, 
No. 6, 53-60, Nov.—Dec., 1948. 3 figs., 9 refs. 


It had been shown in a previous communication that 
typhoid fever may be followed by either specific or non- 
specific pneumonia. In the latter case lymph nodes 
of the lung area show changes of sinus catarrh. In 
specific typhoid pneumonia lymph nodes show marked 
dilatation of sinuses, which are filled with large macro- 


phages. In addition there is an exudate consisting of 
serum, fibrin, erythrocytes, and leucocytes. Follicles 
are very small or may be completely absent. Necrotic 


changes are common. In general, these lymph nodes 
resemble closely mesenteric lymph nodes found in 
typhoid enteritis. Typhoid bacilli can be grown from all 
of them. L. Crome 


984. Streptomycin in the Treatment of Pertussis 
H. LetcHENGER and A. SCHULTZ. Journal of Pediatrics 
[J. Pediat.] 33, 552-555, Nov., 1948. 5 refs. 


The effect of streptomycin on the course of the disease 
was studied in 23 children admitted to the Cook County 
Contagious Disease Hospital with whooping-cough. 
Only patients with uncomplicated pertussis in the 
catarrhal or early paroxysmal stage were selected for 
the trial, the diagnostic criteria (of which at least two 
must be present) being a positive cough plate, leuco- 
cytosis with lymphocytosis, and typical paroxysms of 
coughing. 

The first group of 8 patients received streptomycin in 
aerosol form through a B.L.B. mask, the daily dose being 
1 g. given in equal portions every 3 hours. The second 
group, also of 8 patients, received the same dosage by 
intramuscular injection. The remaining 7 patients 
received symptomatic treatment only. The duration of 
treatment was 7 days. Continuous and detailed observa- 
tions of the number and duration of the paroxysms before 
and after treatment were made. 

The clinical impression was that the group receiving 
aerosol streptomycin did better than the others, although 
during the course of treatment its administration fre- 
quently initiated a paroxysm. In all 3 groups the average 
number of paroxysms daily before treatment was 14; 
and their average duration 36 seconds. After treatment 
the figures were: with aerosol therapy, 4 paroxysms and 
20 seconds; with intramuscular therapy, 6 paroxysms and 
25 seconds; and in the control group, 8 paroxysms and 
28 seconds respectively. The number and severity of 
complications in the control group were significantly 
greater than in those patients who received strepto- 
mycin. 

The authors conclude that streptomycin appears to be 
an effective therapeutic agent in the treatment of pertussis, 
and that the aerosol method of administration is 
preferable. P. T. Bray 


Studies in Dysentery 


985. Studies in Dysentery Vaccination. VI. Primary 
Vaccination of Children with Polyvalent Vaccines of 
Shigella 

M. L. Cooper, J. Tepper, and H. M. KELLER. Journal 


of Immunology {J. Immunol.) 61, 209-219, March, 1949, 


4 refs. 


Vaccination. VII. Res- 
ponse of Children to Booster Injections of Shigella Vaccines 
M. L. Cooper, J. TEppeR, and H. M. KELLER. Journal 
of Immunology [J. Immunol.] 61, 221-227, March, 1949, 
2 refs. 


987. Morbid Anatomy of Intestinal Lesions in Brucel- 
losis. (Ilaromophonorua 6pyuennesHpix nopamKennit 
KHIC4HHKa) 

V. I. LatisHev. Apxus Ilaronoruu [Arkh. Patol.) 10, 
No. 6, 60-67, Nov.—Dec., 1948. 4 figs., 9 refs. 


Intestinal lesions were studied in 14 cases of gastro- 
intestinal brucellosis. In seven of them the changes 
could be described as catarrhal and haemorrhagic, while 
in the remaining cases there was a varying amount and 
intensity of ulceration. Arteritis of vessels in the gut 
wall was a constant and conspicuous feature. L. Crome 


988. Therapy of Experimental Brucella Infection in the 
Developing Chick Embryo. III. The Synergistic Action 
of Streptomycin and Sulfadiazine 

J. M..SHAFFER and W. W. Spink. Journal of Immunology. 
[J. Immunol.] 60, 405-409, Nov., 1948. 3 figs., 9 refs. 


The yolk sac of chick embryos was infected with just 


sufficient Brucella to produce an infection uniformly fatal 
without treatment. Groups were treated with strepto- 
mycin and sulphadiazine, separately and combined, 
injected into the yolk sac 24 hours later. Protection 
afforded by a drug was measured by noting the prolonga- 
tion of the time before 50% of the embryos died, and 
the percentage of embryos surviving at the end of the 
experiment with the liver free of living organisms. 
Combined therapy with 20 jg. of streptomycin and 
0-03 mg. of sulphadiazine against Br. abortus prolonged 
the 50% survival time somewhat, the prolongation being 
maximal with twice these doses. Maximal prolongation 
of the survival time was only obtained with 320 yg. of 
streptomycin given alone and with 0-4 mg. of sulpha- 
diazine alone. When 40 yg. of streptomycin and 0°06. mg. 
of sulphadiazine were given in combination 8% of embryos 
survived free of infection; 95% survived when the doses 
of the two drugs together were increased to 320 yg. and 
0-48 mg. On the other hand only 16% of embryos 
survived when 320 zg. of streptomycin was given alone 
and 15% survived with 0-48 mg. sulphadiazine alone. 

- These results indicate a synergism in the action of the 
two drugs; this was confirmed also against infections 
due to Br. suis and Br. melitensis. Combined therapy 
with 1,000 yg. of streptomycin and 1°52 mg. of sulpha- 
diazine gave complete protection against both infections, 
whereas these doses were not effective when each drug 
was given separately. Br. suis, recovered from an 
embryo treated with streptomycin alone, was fully 
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sensitive, Showing that the ineffectiveness of this drug 
given alone was not due to acquired drug-resistance. 
D. G. ff. Edward 


989. B. mucosus capsulatus (Friedlander) Meningitis; 
Recovery of a Three-week-old Infant Treated with Sulfa- 
diazine and Streptomycin 

W. A. DANIEL. Pediatrics [Pediatrics] 3, 3-8, Jan., 
1949. 20 refs. 


Meningitis due to Bacillus mucosus capsulatus (Fried- 
lander) is rare. Less than 50 cases have been reported 
and in only 33 was there adequate bacteriological con- 
firmation of the infection. A further case is reported. 
A 3-week-old infant had been restless and taken feeds 
badly for 3 days. On examination the arms were flexed 
and the fists tightly clenched. Knee-jerks were absent. 
No other abnormal signs were found. The spinal fluid 
was clear, containing 6 cells per c.mm., and no sugar was 
present. Several encapsulated bacilli were seen. Al- 
though there was no definite evidence of meningitis, 
sulphadiazine was given orally (120 mg. per kilo body 
weight). Culture of -the first specimen of spinal fluid 
yielded the causative organism. On the second day, 
50 mg. streptomycin was given subcutaneously every 
3 hours, with a single daily dose of 25 mg. intrathecally. 
On the third day the infant’s condition improved. 
Streptomycin was discontinued on the fourth day. 
Sulphadiazine was discontinued after 8 days of treat- 
ment. On the second day of treatment the spinal fluid 
was very viscid. On the third day the fluid was of normal 
consistency. This type of meningitis occurs especially 
in infancy and in adults over 40 years of age. The 
source of infection is rarely discovered in infancy, whereas 
in the adult group there is commonly a Friedlander 
bacillus infection of the ears or sinuses. Diagnosis in 
infancy is difficult owing to the paucity of physical signs. 
The spinal fluid may be normal in the early stages but 
organisms can usually be seen in the film. Unless 
rapidly treated the fluid becomes gelatinous and difficult 
to remove. Only 5 of the patients in the reported cases 
have recovered, 3 of these being children. The present 
is the first case of recovery reported in infancy, the two 
others being in children over 2 years of age. 

Sulphadiazine and sulphapyrazine are considered to be 
the most effective of the sulphonamides against Fried- 
lander bacillus infections. Streptomycin is known to be 
effective and its use in the present case is considered to 
have contributed greatly to recovery. L. M. Rose 
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990. Improved Technique for Demonstration of Tubercle 
Bacilli. (Férbattrad metod fér pavisande av tuberkel- 
bak terier) 

L. Nordisk Medicin [Nord. Med.| 40, 
2220-2222, Nov. 26, 1948. 4 figs., 13 refs. 


In experimental work on renal tuberculosis in animals 
it was noted that tubercle bacilli accumulated on the 
surface of urine when it was allowed to stand, and this 
observation was made the basis of a concentration 
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method. In preliminary experiments it was found that 


“ the specific gravity of tubercle bacilli varied from 1-07 to 


0-79, with a mean of just below 1, the value depending on 
the fat content and the medium on which the bacilli had 
been grown. The organisms were concentrated by 
centrifuging in a special tube. This had a narrowed 
neck to reduce the area of the upper layer of liquid 
containing the separated bacilli; the lower end was 
closed with a rubber stopper having a depression in 
which the heavier organisms accumulated and by means 
of which they could be removed without admixture with 
supernatant fluid. The procedure finally adopted for . 
concentrating tubercle bacilli from urine was as follows: 


Four parts of urine were mixed with one part of 63% 
sucrose solution and allowed to-stand for 3 hours in a tilt 
position in a conical flask which was nearly full; 4 ml. was 
then removed from the top and bottom layers and put into 
a special centrifuge tube. Into another tube were put 2 ml. 
from each Jayer and 2 ml. of 12-5% sulphuric pony after 15 
minutes the mixture was neutralized with sodium hydroxide i in 
a volume of 2 ml. Both tubes were then centrifuged. The 
upper and lower layers were removed and used for staining, 
culture, and guinea-pig inocylation. Sputum or stomach 
washings were treated similarly. A sample of up to 10 ml. 
was taken and 20 g. of sucrose added. Warm water was 
added so as to fill completely a 150-ml. conical flask; a clear 
solution was obtained, free from mucus. The flask was 
placed in a tilted position for 3 hours to allow concentration 
to occur, and further treatment was carried out as with 
urine. Exudates and ascitic fluids were treated similarly, 
and cerebrospinal fluid was centrifuged directly without 
preliminary concentration. 


Figures are given to show the greater frequency of 
demonstration of tubercle bacilli by these methods as 
compared with the use of routine methods. 

D. J. Bauer 


991. Calciferol in the Treatment of Tuberculous Glands 
S. Gauvain. Tubercle [Tubercle] 29, 259-264, Nov., 
1948. 8 refs. 


In addition to recording the results of calciferol 
therapy, the author also describes the treatment of 
cervical adenitis adopted at the Lord Mayor Treloar 
Cripples’ Hospital, Alton, Hants. The routine measures 
employed are: immobilization of the head and neck— 
with a carapace if necessary; drainage of pus through a 
small tenotomy-knife incision at the healthiest point in 
the skin available; curettage for sinuses; local treatment 
with tungsten arc or Kromayer lamp; and silver nitrate 
for redundant granulation tissue. If the tonsils are 
enlarged and infected, tonsillectomy is carried out usually 
6 to 8 weeks after admission. Dental treatment is also 
regarded as an essential part of the routine, as also is 
treatment of any other focus of nasopharyngeal infection. 
If tuberculous axillary or inguinal lymph nodes are 
present, the patient is kept in a recumbent position. 
When the infection has become quiet and the sinuses well 
healed excision of the lymph nodes is resorted to. 

The patients are classified into five groups: (i) those 
with enlarged cervical lymph nodes on one side, without 
abscess or sinus formation; (ii) as in (i) but with 
abscess or sinus formation; (iii) as in (i) but with 
involvement of both sides of the neck; (iv) as in (i) but 
with both sides involved together with abscess or sinus 
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formation; (v) multiple sinus formation with very little _ 
lymph-node enlargement. Anatomical classification is 
impracticable, as more than one anatomical group is 
frequently involved, but the tonsillar gland has been 
almost invariably found to be involved in the series 
quoted. In the author’s view calciferol has a place in the 
treatment of all these groups. Before treatment is 
started the following pathological investigations have 
been undertaken and repeated periodically throughout 
treatment: total and differential leucocyte count, red 
cell count and estimation of haemoglobin concentration, 


- erythrocyte sedimentation rate (Westergren), estimation 


of blood urea and serum calcium concentration, complete 
examination of urine, and in some cases renal efficiency 
tests (combined urea clearance and concentration tests). 
The dosage of calciferol given to most of the children was 
100,000 units of vitamin D daily, chiefly in dry tablet 
form. The adult dose was 150,000 units daily. Cases 
in all five groups were treated, and a detailed analysis of 
progress and results is given in tabular form. A pre- 
liminary flare-up of the local nodal condition which soon 
settled down was noted. Sinuses may flare up first, but 
usually after this heal rapidly. Of 14 children with 
sinuses, 3 were slow to respond, but in the rest the lesion 
healed soundly and fairly rapidly (1 to 3 months); of 6 
adults with sinuses, in 3 healing occurred within 3, in 
2 within 6, and in 1 within 12 months. Most patients 
had some degree of anaemia after starting treatment, and 
a blood urea concentration of up to 40 to 60 mg. per 100 
ml. was noted. The serum calcium level was above 
normal, often varying from 13 to 16 mg. per 100 ml., and 
in one case it reached 19 mg. Erythrocyte sedimentation 
rates rose as high as 60 mm. in the first hour in children, 
and were frequently higher in adults. In every case there 
was an increase in calcification in the affected lymph 
nodes, with decrease in periadenitis, and the usual matting 
present around the tuberculous lymph nodes was almost 
non-existent. The total dosage reached varied from 
2,000,000 to 16,000,000 units of vitamin D in children; 
in adults it ranged from 7,000,000 to 46,000,000 units. 
Nine children and 2 adults had mild toxic symptoms; 
2 children and 1 adult had moderately severe and 1 adult 
severe toxicity. Several resumed treatment when the 
blood picture became normal again. The earliest toxic 
symptom was constipation; this was sometimes followed 
by general malaise, nausea, vomiting, and anorexia. 
Thirst and polyuria were noticed, particularly in adults. 
The great advantage of calciferol treatment so far has 
been the speeding-up of treatment so that surgery may 
be practised at an earlier stage; it has also greatly 
facilitated the actual technique of excision, as the lymph 
nodes are discrete and well calcified. In all, 23 children 
and 11 adults were treated. S. Roodhouse Gloyne 


992. The Combined Effect of Potassium Iodide and 
Streptomycin on Established Tuberculosis in Guinea Pigs 
E. Woopy and R. C. Avery. Science [Science] 108, 
501-502, Nov. 5, 1948. 2 refs. 


The authors quote the observation of Jobling and 
Petersen (J. eng. Med., 1914, 19, 383) that iodides, by 
neutralizing the ferment-inhibiting properties of tubercle 


bacilli and so permitting the digestion of caseous matter 
to take place, will promote the appearance of the bacilli 
in the sputum of patients with pulmonary tuberculosis, 
and might also expose the bacilli in caseous areas to a 
suitable therapeutic agent. The experiments reported 
were therefore undertaken in order to see whether the 
effectiveness of streptomycin in fibrocaseous tuberculosis 
could be improved by giving potassium iodide con- 
currently. 

After satisfying themselves that potassium iodide did 
not increase the bacteriostatic activity of streptomycin 
on mycobacteria in vitro, the authors inoculated 4 groups 
of guinea-pigs in the groin with 0-3 mg. of H37 Ry 
strain tubercle bacilli in 1 ml. aqueous suspension. 
After an interval of 3 weeks, one group of 10 animals 
were given 80 mg. per kg. body weight of potassium 
iodide daily by stomach tube, a second group of 10 were 
given 12-5 mg. per kg. body weight of streptomycin 
intramuscularly daily in 4 doses, and a third group of 
10 were given both iodide and streptomycin, a control 
group of 7 animals being left untreated. All animals 
were killed after treatment had been continued for 4 
weeks. On gross examination, heavy tuberculous 
infection of all viscera was found in the controls and in 
the group treated with iodide alone and visceral involve- 
ment was present in 5 of the animals treated with strepto- 
mycin alone. But in all the animals which had received 
the combined treatment the organs were free of infection. 

In a second experiment, with guinea-pigs similarly 
inoculated, treatment was delayed until 4 weeks after 
infection and continued for 5 weeks, one group of 15 
animals receiving streptomycin alone, another strepto- 


mycin and iodide, and a third group remaining untreated. | 


While the dose of iodide was the same as before, that of 
streptomycin was 3 times that previously used and the 
animals were allowed to survive after cessation of treat- 
ment. Of the control group 13 animals died within 12 
weeks of infection; of the streptomycin group all 
but 5 survived for the same period; while of the group 
receiving combined treatment only 1 animal had died. 
At 15 weeks (excluding 2 animals from each group killed 
at 12 weeks for detailed microscopical examination) the 
mortality rates in the three groups were, respectively: 
13 out of 13 (100%), 6 out of 13 (46%) and 2 out of 14 
(14%). Clinical trials of this combined treatment are now 
in progress. P. D’Arcy Hart 


993. Streptomycin in the Treatment of Tuberculosis in 
Humans. I. Meningitis and Generalized Hematogenous 
Tuberculosis 

W. McDermott, C. MUSCHENHEIM, S. J. HADLEY, P. A. 
BuNN, and R. V. GORMAN. Annals of Internal Medicine 
[Ann. intern. Med.] 27, 769-822, Nov., 1947. 7 figs., 24 
refs. 


At the New York Hospital and Cornell University 
Medical College an investigation was initiated in January, 
1946, into the action of streptomycin in meningitis and 
generalized haematogenous tuberculosis. Twelve adult 
patients received 3 g. daily intramuscularly in 6 or 8 doses. 
For children the dose was 20 mg. per kilo body weight. 
The general duration of therapy was 120 days. Patients 
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with meningitis received 0-1 to 0-375 g. intrathecally at 
intervals ranging between 24 and 72 hours for total 
periods of 60 to 90 days. Doses beyond 0-1 g. intra- 
thecally were not well tolerated. 

The administration of streptomycin to 17 patients with 
bacteriologically proved meningeal, miliary, or other 
types of generalized haematogenous tuberculosis was 
followed, in every instance, by a striking alteration in the 
course of the infection. In 5 individuals complete 
remissions have been maintained for 5 to 12 months after 
the completion of therapy. A sixth patient is apparently 
recovering one year after an acute miliary infection. 
Another 7 individuals, all with miliary infection, died as a 
result of the infection. The remaining 3 patients have 
only recently completed therapy. Meningitis was 
present, or appeared during therapy, in 7 of 13 patients 
with miliary tuberculosis, but was the principal cause of 
death in only two instances. In every one of 4 patients 
from whom bacilli resistant to streptomycin in vitro were 
obtained, the miliary infection progressed and terminated 
fatally despite further streptomycin therapy. One 
patient with tuberculous pericarditis was treated success- 
fully, with reduction in the cardiac shadow but without 
the development of constrictive pericarditis. 

L. E. Houghton 


994. Complications of Modern Treatment of Tuber- 
culosis (Streptomycin, Sulphones, Vitamin D in Massive 
Doses). (Accidents de traitement dans la thérapeutique 
moderne de la tuberculose (streptomycine, sulfones, 
Vit. D selon Charpy) 

Y. Ropert. Annales Paediatrici [Ann. paediatr., Basel] 
171, 371-376, Nov.—Dec., 1948. 


Streptomycin was administered in doses of 50 mg. per 
kilo body weight per day intramuscularly and 50 to 
100 mg. intrathecally in 22 cases of tuberculosis (13 cases 
of tuberculous meningitis, 2 cases of miliary tuberculosis, 
and 2 cases of primary tuberculosis in infants). A 


_ preliminary higher dosage had produced signs of in- 


tolerance in 6 infants. These signs were: (a) an early 
allergic response resembling serum sickness, which dis- 
appeared spontaneously and did not necessitate any 
interruption of the treatment; (2) an erythema exuda- 
tivum multiforme of a chronic character; (3) late 
complications, the severity of which depended on the 
amount of streptomycin administered, and which were 
most common in cases of meningitis treated intrathecally. 
A sign of severe damage, mostly irreversible, was a lesion 
of the eighth nerve, manifested by lack of response to the 
caloric test. 

Combined treatment with streptomycin, “‘ promin”’, 
and “‘ cryogénine ’’ (phenylsemicarbazide, an antipyretic) 
produced in one child a severe haemolytic anaemia on 
the fourth day. In 2 cases treated without cryogénine 
a normochromic or hypochromic anaemia developed, 
but subsided without treatment. Toxic manifestations 
were also observed after massive doses of vitamin D in a 
12-year-old girl. Previous treatment with streptomycin 


had been ineffective. Vitamin D in concentrated alco- 
holic solution (approximately 100,000 units per kilo 
body weight per day) had been given over 8 days to- 
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gether with 10 ml. of 10% calcium gluconate intra- 
venously. Although the clinical signs improved the 
treatment had to be discontinued on the 4th day when, 
after a bout of vomiting, the calcium level rose to 16 mg. 
per 100 ml. in the blood. Other signs of vitamin D 
intoxication followed and lasted for 3 weeks. The 
temporary improvement in the clinical condition did not 
prevent a fatal issue. At necropsy no calcifications were 
found in lungs or skin. M. Dynski-Klein 


995. Miliary Tuberculosis and Tuberculous Meningitis 
Treated by Streptomycin (85 Cases). (La granulie et la 
méningite tuberculeuse traitées par la streptomycine 
(étude de 85 cas)) 

G. FRONTALI. Annales Pediatrici [Ann. pediatr., Basel] 
171, 286-290, Nov.—Dec., 1949. 


Since 1947, 85 cases of tuberculosis in children (24 
cases of miliary tuberculosis and 61 of tuberculous menin- 
gitis) have been treated with good results by the author 
with streptomycin and a sulphone [“ promin”’’] com- 
bined. One patient with miliary tuberculosis died, but 
the other 23 (12 of whom were 6 to 19 months old) 
showed definite improvement. The radiological changes 
in the lungs disappeared, the results of gastric lavage 
became negative (1 case), nodules in the mucosa of the 
bladder showed regression (2 cases), and choroid 
tubercles healed up (4 cases). 

In cases of tuberculous meningitis the treatment was 
also successful. Of 61 patients, 21 (34-4%) died. .The 
other patients were alive 2 to 15 months after the com- 
mencement of the treatment. The survival rate was 
increased by early diagnosis and treatment. Even in 
fatal cases x-ray investigation revealed regression of the 
tuberculous process in all but one case. Of the 40 
survivors 16 remained unchanged or had signs of 
blockage to circulation of cerebrospinal fluid. Two 
developed post-meningeal hydrocephalus and one a 
severe marasmus. In 4 cases a moderate degree of 
hydrocephalus with dilatation of the third ventricle 
associated with the syndrome of adiposo-genital dys- 
trophy was observed. Twenty-four patients improved 
or recovered completely and could return to normal 
activities. The cerebrospinal fluid became normal in 
6 cases. There was a relapse in 4 cases after return 
home, but a new course of treatment restored the 
improved condition. No significant changes were 
observed in the tuberculin reaction during treatment. 

Sulphone, 1 to 3 g. per day according to age and 
weight, was given together with streptomycin, 300 to 
600 mg. (20 mg. per kilo body weight) intramuscularly 
and 25 to 50 mg. intrathecally (2 to 3 mg. per kilo body 
weight). No toxic manifestations were observed, except 
two cases of erythematous eruptions. 

The concentration of streptomycin in cerebrospinal 
fluid reached 3-2 to 1-6 wg. per ml. 4 hours after intra- 
muscular injection. This is considered a satisfactory 
bacteriostatic level. The addition of sulphone permits 
reduction in the dosage of streptomycin without the 
risk of producing streptomycin resistance, as the two 
drugs act differently on the chain of enzymatic processes 
which assure cell multiplication. M. Dynski-Klein 
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996. One Hundred Cases of Miliary and Meningeal 
Tuberculosis Treated with Streptomycin 

P. A. BUNN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 216, 286-315, Sept., 1948. 1 fig., 
9 refs. 


Between April, 1946 and May, 1947, 100 cases of acute 
miliary tuberculosis and tuberculous meningitis were 
treated with streptomycin in hospitals under the United 
States Veterans Administration. The author gives 
details of the results with follow-up to October, 1947, and 
in an addendum brings the results up to June, 1948. 
These later results, after observation of all survivors for a 
minimum of one year, are summarized below. 

A presumptive diagnosis was accepted by the hospitals 
as justifying the initiation and continuation of strepto- 
mycin therapy, but cases in which the diagnosis was not 
subsequently established are excluded from tHe report. 
The dosage prescribed was not uniform, but daily doses 
of 1-8 g. intramuscularly and 0-1 g. intrathecally were 
suggested as a basis. All 100 patients were adult males; 
66 were white. 

On admission 32 patients had acute miliary tuber- 
culosis without evidence of meningitis, the condition being 
characterized clinically by fever and severe toxaemia, and 
radiologically by dense “ seeding” in the lung fields. 
Patients with the chronic type of miliary disease are 
excluded from the report. The diagnosis was established 
by the identification of tubercle bacilli either in the 
sputum during life or at necropsy. All patients were 
given streptomycin intramuscularly 5 or 6 times a day, 
most of them receiving a total of 1-8 to 2 g., and a few 
3 to 4 g. daily. The duration of treatment was from 
4to5 months. By June, 1948, 17 of the 32 patients had 
died, 10 of them from tuberculous meningitis which, in 
6 cases, had developed in the course of streptomycin 
treatment for the miliary disease 3 to 8 weeks after its 
institution. The other 4 had developed meningitis after 
treatment had been completed, the meningitic complica- 
tion occurring in spite of a striking response to treatment 
of the miliary disease in the lungs. Although seeding in 
the central nervous system may have occurred at the 
time the original dissemination took place, there was no 
clinical evidence of meningitis on admission. Of 68 
patients who had tuberculous meningitis on admission 
all but 3 received streptomycin by both intramuscular 
and intrathecal routes. By June, 1948, 59 had died, 
30 of them within the first 6 weeks of treatment. In 
none of the 9 survivors was there evidence of miliary 
spread at the time treatment was started, whereas of 25 
patients in whom acute miliary tuberculosis had been 
diagnosed in addition to meningitis all died. In those 
patients who survived more than 6 weeks there had been 
a striking amelioration of signs and symptoms in the 
course of treatment but some relapsed before completion 
of the course, and others many months after treatment 
had stopped. 

Of the 24 patients of both groups who survived up to 
June, 1948, the infection was either cured or arrested in 15, 
10 had moderate to severe impairment of labyrinthine 
function, | was deaf, and 3 had neurological lesions. 

M. Daniels 


997. Dihydrostreptomycin: Its Effect on Experimental 
Tuberculosis 

W. H. FELDMAN, A. G. KARLSON, and H. Corwin, 
American Review of Tuberculosis [Amer. Rev. Tuberc.} 
58, 494-500, Nov., 1948. 2 figs., 8 refs. 


The authors report the results of investigations into the 
effect of dihydrostreptomycin in experimental tuber- 
culosis. 

The first experiment was carried out to determine the 
therapeutic efficacy of dihydrostreptomycin against 
tuberculous disease in animals. A group of 46 guinea- 
pigs was inoculated subcutaneously, each animal receiv- 
ing 0-001 mg. of streptomycin-sensitive tubercle bacilli 
of strain H37 Rv. After 42 days 17 of the animals were 
treated with 6 mg. of dihydrostreptomycin, and 9 with 
6 mg. of streptomycin daily, the remaining 20 animals 
serving as controls. The period of treatment was 119 
days. The results indicated that the anti-potency of 
dihydrostreptomycin against tuberculosis in guinea-pigs 
was equal to that of streptomycin, although both drugs 
failed to exert a complete sterilizing effect, as shown by 
culture of tubercle bacilli from the spleens of treated 
animals. 

The second experiment was designed to determine the 
effectiveness of dihydrostreptomycin against experimental 
infection of guinea-pigs with a human strain of tubercle 
bacilli which was resistant to more than 1,000 yg. of 
streptomycin per ml. of medium. In this case dihydro- 
streptomycin failed to produce any recognizable thera- 
peutic effect. M. Daniels 


998. Antibiotics in Treatment of Tuberculosis. (Axtu- 
B TyOepKyye3a) 


A. E. RABUKHIN. Meguunna [Klin. - 


Med., Mosk.} 27, 42-54, Jan., 1949. 


Although many substances destroy the tubercle bacillus 
in vitro, they have (with the exception of streptomycin) 
proved clinically ineffective in man. The effects of these 
substances on different animals and on man may also be 
‘very different. Thus certain sulphone derivatives which 
are well tolerated and therapeutically effective in guinea- 
pigs produce toxic effects in man, even in small doses, 
while the toxic effects of streptomycin in man are not 
noted in dogs or guinea-pigs, although endocrine 
disturbances not observed in man may follow prolonged 
‘streptomycin treatment in lower animals. 

With these preliminary observations, the author 
summarizes the results of streptomycin treatment. 
Like other observers, he finds that the best results are 
obtained in tuberculosis of the upper respiratory passages 
and of the bowel and lymph nodes; results are moderately 
successful in miliary and meningeal tuberculosis and in 
the exudative form of pulmonary tuberculosis but poor in 
chronic fibro-cavernous infiltrative pulmonary tubercu- 
losis and in tuberculous empyema. The effectiveness of 
streptomycin treatment depends largely on the method 
of its administration, in the majority of forms of the 
disease by intramuscular injection. In lupus, pleurisy, 
and meningitis, however, local treatment is also required. 
The author recommends that in tuberculous meningitis 
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local treatment by the intralumbar or (better) the 
suboccipital route should be used in addition to parenteral 
administration. He has given total doses of from 60 to 
80 g. and claims results differing but little from those of 
American workers giving an average total dose of 216 g. 
Dosage employed in tuberculous meningitis by various 
workers has varied from 50 to 325 g. The author 
considers that by the employment of moderate and small 
doses the risk of toxic effects is avoided or minimized; 
in some cases it may be necessary to give individual doses 
of only 0-025 or 0-05 g. 

Many workers consider that the therapeutic effect of 
streptomycin should be reinforced by simultaneous treat- 
ment with sulphones, para-aminosalicylic acid, or 
preparations increasing the function of the reticulo- 
endothelial system. Only the future can show how far 
these attempts at combined treatment are effective. 
Meanwhile it is essential for workers to search for new 
antibiotics of vegetable or animal origin. 

L. Firman-Edwards 


999. Tuberculostatic Activity of a Combination of 
Penicillin and p-Aminobenzoic Acid. (Activité tuber- 
culostatique de l’association pénicilline—acide paraamino- 
benzoique) 

R. Lecog and J. Sotomimpés. Comptes Rendus des 
Séances de la Société de Biologie [(C.R. Soc. Biol. Paris] 


142, 1206-1208, Oct., 1948. 5 refs. 


In vitro tests of the growth of virulent and avirulent 
strains of tubercle bacilli were made in Dubos’s medium 
in the presence of penicillin (added every other day) and 
sodium para-aminobenzoate (PAB). The virulent strain 
was inhibited by penicillin in a concentration of 20 units 
per ml. but not by 10 units per ml. alone; but, in the 
presence of PAB 1 in 1,500 as well, it was inhibited by 
4 units per ml. PAB 1 in 1,500 alone failed to inhibit. 
The findings with the avirulent organism were similar. 

The authors conclude that the effect of the combination 
of the two substances is synergistic. 

P. D’Arcy Hart 


1000. Distribution of p-Aminosalicylic Acid in the Tissues. 
(Férdelningen av PAS i vavnader) 

K. ALIN and S. HELANDER. Nordisk Medicin [Nord. 
Med.} 40, 2224, Nov. 26, 1948. 


An unusually high concentration of p-aminosalicylic 
acid occurs in the lungs. The compound has no affinity 
for connective tissue, and is consequently not picked up by 
the fibrous walls of cavities, which are, moreover, poorly 
vascularized. This fact may account for the unsatis- 
factory clinical results so far obtained in chronic pul- 
monary tuberculosis. It is suggested that the defect 
might be remedied by coupling on a group with an 
affinity for collagen, and also by introducing p-amino- 
salicylic acid direct into cavities. The latter procedure 


' has been carried out by nebulization and by catheteriza- 


tion. Nebulization may fail if the air exchange in the 
cavity is impaired, and by either method of administration 
the drug may be rendered ineffective by admixture with 
the contents of the cavity. D. J. Bauer . 


1001. p-Aminosalicylic Acid Treatment of Intestinal 
Tuberculosis. (PAS-behandling vid tarmtuberkulos) 

B. CarRsTENSEN. Nordisk Medicin (Nord. Med.| 40, 
2224-2225, Nov. 26, 1948. 


The author treated 22 cases of severe pulmonary 
tuberculosis with secondary intestinal tuberculosis with 
p-aminosalicylic acid for periods varying from 3 to 11 
months. The patients had previously been under 
observation in a sanatorium for from 6 to 27 months. 
Treatment with p-aminosalicylic acid was followed by 
marked improvement in 19 cases; 2 patients became 
worse and one died. In those patients who improved all 
clinical evidence of intestinal tuberculosis disappeared 
after 2 to 4 weeks’ treatment. In 8 cases in which there 
were fresh exudative lung lesions on beginning treatment 
this condition regressed. Four patients improved suf- 
ficiently to be fit for discharge; in 2 pneumothorax could 
be instituted, and 7 were enabled to withstand thoraco- 
plasty. Use of the drug was not accompanied by any 
undesirable reactions. It is thus very effective against 
intestinal tuberculosis, and is useful for getting patients 
into a fit condition to withstand surgical procedures. 

D. J. Bauer 


1002. para-Aminosalicylic Acid in the Treatment of 
Pulmonary and Pleural Tuberculosis. (L’acide para- 
amino-salicylique dans le traitement de la tuberculose 
pulmonaire et pleurale) 
—. SIvRIERE. Presse Médicale [Pr. méd.] 56, 791-793, 
Nov. 13, 1948. 10 refs. 


The author reviews the literature on para-amino- 
salicylic acid (P.A.S.) in the treatment of tuberculosis and 
recounts his experience with 20 cases treated over a period 
of6months. The drug often gave rise to gastro-intestinal 
upsets and in one case to headache and fever as well. 
To avoid these effects P.A.S. was sometimes given by 
several routes at the same time—by the mouth (in solu- 
tion or as tablets), intravenously, as a suppository, or by 
aerosol. Intravenous injection [dose unstated] often 
caused local pain; injections are therefore not advised 
more often than every other day. Suppositories, if the 
dose exceeded 2 g., caused pain and diarrhoea. By 
aerosol P.A.S. was given in a dose of 1-5 g. once a day. ~ 
The total dose aimed at was 15 to 20 g.aday. The drug 
was often better tolerated after the first few days. Of 
11 cases of pulmonary tuberculosis, in one the drug had 
to be abandoned because of complete intolerance; in 2 
there was a rapid improvement in appetite and general 
condition, with diminution in cough and sputum and 
some “clearing” in the radiograph. The 9 other 
patients [actually 8] are still under treatment and results 
cannot yet be assessed. There was improvement in 6 
cases of pleural effusion, sometimes complicating 
artificial pneumothorax. These cases were apparently 
treated by aspiration and intrapleural injection of 20 ml. 
of a 20% solution of P.A.S.; sometimes, if the case was 
of long standing, 60 to 100 ml. was injected at a time. 
In two the pleural fluid was purulent and contained 
tubercle bacilli, and in one of these cases there was a 
broncho-pleural fistula. Effusions complicating artificial 
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pneumothorax, and not containing tubercle bacilli, were 
found to be rapidly cleared up by intrapleural instillation 
of 10 ml. of 20% P.A.S. twice a week. [There were 
apparently not more than 4 such cases.] In 3 cases of 
extrapleural pneumothorax [presumably complicated by 
effusion] the results were “ good’’, although 2 patients 
were initially febrile. 

[Beyond the suggestion that some of the cases of 
pleural effusion responded better than might have been 
expected without P.A.S., it is difficult to see what conclu- 
sions can be drawn from this paper. No details are 
given of the patients’ previous progress, nor is it clear 
whether there was a control period of observation before 
P.A.S. was begun. In the cases of effusion one cannot 
be certain how far the improvement may have been due to 
the frequent aspiration. The sodium salt of P.A\S., 
which is now generally used, is said to cause less gastro- 
intestinal upset than the original acid.] 

John Crofton 


1003. Variations in Drug Resistance of Some Strains 
of Tubercle Bacillus. (Variationer i kemoresistens hos 
nagra tuberkelbacillstammar) 

G. Wipstrém and B. SwepsBerGc. Nordisk Medicin 
[Nord. Med.] 40, 2225-2226, Nov. 26, 1948. 4 figs. 


The resistance to streptomycin and p-aminosalicylic 
acid of strains of tubercle bacilli was determined by 
culturing them in Dubos’s medium in the presence of 
varying concentrations of the drugs. By this method 
it was demonstrated that resistance to streptomycin had 
developed in organisms isolated from a patient after less 
than one month of treatment. There was considerable 
variation in sensitivity to p-aminosalicylic acid among 
the strains tested; no correlation could be found between 
the virulence of the strains and their sensitivity to this 
compound. Diagrams are given to show the develop- 
ment of resistance to streptomycin and also p-amino- 
salicylic acid in organisms isolated at intervals from cases 
in human beings treated with both compounds; by means 
of a numerical method of assessing resistance it was shown 
that the development of resistance to p-aminosalicylic 
acid was statistically significant. Of 24 strains isolated 
from cases which had not been treated with p-amino- 
salicylic acid 11 were markedly susceptible to the 
compound; of 20 strains from cases treated with p- 
aminosalicylic acid only 1 was susceptible. 

D. J. Bauer 


. 


1004. The Relation of in vitro Resistance of Strains of 
Tubercle Bacilli and the in vivo Chemotherapeutic Effect 
(Om samband mellan tuberkelbacillstammarnas resistens 
in vitro och kemoterapieffekt in vivo) 

B. SwepBeRG and G. Wipstrém. Nordisk Medicin 
[Nord. Med.] 40, 2227-2228, Nov. 26, 1948. 6 figs. 


Groups of mice and guinea-pigs were infected with 
standard doses of tubercle bacilli and treated with 
p-aminosalicylic acid or streptomycin. Dosage corre- 
sponded to the usual clinical levels. The survival time 
was compared with that of untreated control animals, 
which had been inoculated with the same dose of tubercle 


bacilli. Two strains of the bacillus were used, which 
were respectively sensitive and insensitive to p-amino- 
salicylic acid in in vitro tests; both strains were equally 
sensitive to streptomycin. No definite chemotherapeutic 
effect could be demonstrated with p-aminosalicylic acid 
in mice infected with either strain, although streptomycin 
was effective in prolonging the survival time. The effect 
of streptomycin was not increased by giving p-amino- 
salicylic acid at the same time. Streptomycin was 
effective and p-aminosalicylic acid ineffective in control- 
ling infection in guinea-pigs inoculated with the resistant 
strain. Similar results were obtained with the non- 
resistant strain; here streptomycin was very effective 
even in amounts corresponding to a quarter of the usual 
clinical dose. An increased effect was seen when this 
level of streptomycin dosage was combined with treat- 
ment with p-aminosalicylic acid. No development of 
in vitro resistance to p-aminosalicylic acid could be found 
in organisms isolated from animals treated for long 
periods with the compound. The ineffectiveness of p- 
aminosalicylic acid in these experiments, even with 
non-resistant types, is attributed to insufficiently frequent 
administration [twice daily], which did not enable a 
satisfactory response to chemotherapy to be obtained. 
D. J. Bauer 


1005. Parenteral Administration of p-Aminosalicylic Acid 

(PAS) in Experimental Tuberculosis 

W. H. FELDMAN, A. G. KARLSON, D. T. Carr, and H. C. 
HINSHAW. Proceedings of the Staff Meetings of the 

Mayo Clinic [Proc. Mayo Clin.] 24, 220-224, April 27, 

1949. 2 figs., 7 refs. 


1006. Tuberculous Meningitis—Treatment with Strepto- 
mycin. [In English] 

D. I. Arsuse. Confinia Neurologica [Confin. neurol., 
Basel] 9, 129-139, 1949. 16 refs. 


1007. On 118 Cases of Tuberculous Meningitis Treated 
with Streptomycin. Prognostic Factors. (Sur 118 cas de 
méningite tuberculeuse traités par la streptomycine) 

E. BENHAMOU and F,. DestaAInGc. Bulletin de I’ Académie 
Nationale de Médecine (Bull. Acad. nat. Méd., Paris] 113, 
301-308, April 5, 1949. 3 figs., 15 refs. 


1008. Psychological Concomitants of Pulmonary Tuber- 
culosis 


G. W. ALBEE. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 58, 650-661, Dec., 1948. 4 figs., 22 refs. 


1009. Chemotherapeutic Measures in Tuberculosis: 
General Assessment and Current Problems 

P. D’Arcy Hart. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 59, 223-229, March, 1949. 


1010. Multiple Cystic Tuberculosis of Bone 
M. B. KremserG and D. F. Downinc. Pediatrics 
[Pediatrics] 2, 673-676, Dec., 1948. 1 fig., 8 refs. 


See also Section Diseases of the Respiratory System, 
Abstract 771. 
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LEPTOSPIRAL INFECTIONS 


1011. Serological Examination of Human and Cattle 
Sera from Palestine for the Presence of Antibodies against 
a Bovine Strain of Leptospira 

H. BeRNKopF, L. A. StuczyNski, T. GoTLies, and C. 
Ha.evy. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.} 
42, 259-265, Nov., 1948. 4 refs. 


Leptospirosis in cattle and man, caused by a bovine 
strain of leptospira, was described by Bernkopf and his 
colleagues (see Abstract 1012). This strain has sero- 
logical affinities with Leptospira grippotyphosa but differs 
from L. icterohaemorrhagiae. As in true Weil’s disease, 
all degrees of severity may occur, from a grave illness with 
jaundice, nephritis, and haemorrhages to an almost 
symptomless “ carrier state’’. In the present investiga- 
tion samples of serum from cattle, and from men working 
in slaughter-houses, were tested for the presence of 
agglutinins to the bovine strain. Of a total of 869 cattle 
sera examined, 83 (9-5%) gave positive results in dilutions 
of 1 in 200 or higher. This was adopted as the minimum 
diagnostic titre because the sera of some animals from 
“clean” areas agglutinated in dilutions of 1 in 20. 
Some of the cattle were raised locally and others were 


imported for slaughter; it appeared that infection is 


present in a varying but rather high percentage among 
cattle from countries of the entire Middle East. 

No leptospira were seen in sections of kidney from 5 
animals from which sera had positive agglutination 
titres of 1 in 200 or more; nor were leptospira visible 
in the centrifuge deposits of 20 serologically positive 
cows. The authors therefore conclude that the “‘ carrier 
state ’’ lasts for only a short period after recovery from 
infection. 

Blood samples from 207 slaughtermen were examined, 
and 4 contained agglutinins to the bovine strain. One of 
these men was known to have suffered from leptospirosis; 
2 others reported a severe but undiagnosed illness in the 
past; and the fourth gave no history of previous disease. 
Sera from 509 rats were also tested. About one-half of 
the rats were caught in the region where human cases had 
occurred. All sera gave negative results with the bovine 
strain, but 2 agglutinated L. icterohaemorrhagiae in low 
dilutions. The rat is evidently not a carrier of the 
bovine strain. J. C. Broom 


1012. Experiments with a Bovine Strain of Leptospira 
Isolated from a Human Patient 

H. Bernxoprr, L. Ouitzk1, L. A. StUCZYNsKI, T. GOTLIEB, 
and C. HALEvy. Journal of Infectious Diseases [J. infect. 
Dis.| 83, 232-237, Nov.—Dec., 1948. 7 refs. 


Serological and epidemiological data have already 
been put forward in support of the view that the bovine 
strain of leptospira, which infects cattle in Palestine, is 
also pathogenic form an (J. infect. Dis., 1947, 80, 53). 
A strain of leptospira has now been isolated from a 
human case of jaundice in Palestine, and experiments 
were carried out to test its identity with the bovine 
strains. It was found that serum from the patient, and 


from other local human cases of leptospirosis, agglutin- 
ated the human and bovine strains to the same titre. 
In cross-absorption tests with antisera prepared in 
rabbits the human and bovine strains completely removed 
all agglutinins from both sera. The virulence of the two 
strains was the same for mice, rabbits, guinea-pigs, and 
calves. The identity of the two strains is therefore 
accepted. 

Experiments were also undertaken to provide further - 
evidence about the taxonomic position of the bovine 
strain, which had been shown by previous work to be 
related serologically to Leptospira grippotyphosa and to be 
distinct from L. icterohaemorrhagiae and L. canicola. In 
absorption tests carried out in the normal manner on 
rabbit antisera, each strain removed all agglutinins from 
the homologous serum, but removed only its own 
antibodies from the heterologous serum. By repeated 
absorptions, however, it was possible to remove all 
agglutinins from the heterologous serum. The authors 
postulate the presence of two antigens—** B”’ and ““G”’ 
—in each species; the former is the main constituent of 
the bovine strain, and the latter of L. grippotyphosa. 
That the relative proportion of the minor antigen is 
small in each case was demonstrated by cross-protection 
tests. Calves which had recovered from infection with 
the bovine strain were still susceptible to L. grippotyphosa, 
and vice versa. 

The risk of transmission of the disease to man by milk 
and tissues was examined in a few experiments. Arti- 
ficially contaminated milk was still infective for calves 
after storage at refrigerator temperature for 3 days. 
Subinoculation of liver and kidney of a jaundiced calf 
33 hours after the animal’s death reproduced the disease 
in normal animals. 

[It is unfortunate that the authors have chosen to 
designate the major antigen of the bovine strain as “ B”’, 
because that letter was pre-empted long ago for one of the 
antigens of the complete biotype of L. icterohaemor- 
rhagiae. They have shown commendable reluctance to 
claim specific status for the bovine strain prematurely, 
but to label its main antigen “‘B’’ may well lead to 
ambiguities in the literature.] J.C. Broom 


MALARIA 


1013. Sulphone (“ Promin ’’) Therapy of Malaria. 
(La solfonoterapia della malaria) 
A. Arpbias. Archivio Italiano di Scienze Mediche 
Coloniali e di Parassitologia [Arch. ital. Sci. med. colon.]} 
29, 115-133, Aug., 1948. 7 figs. 


The author used “ promin” (p, p’-diaminodiphenyl- 
sulphone-N,N’-didextrose sulphonate of sodium) for 
malaria in doses of 9 to 42 g. daily and observed the 
effect (a) on the temperature; (5) on the parasite; (c) on 
relapses. If given when the patient is afebrile or during a 
decline in temperature, it does not prevent subsequent 
attacks by any of the malaria parasites; if given during 
the shivering stage, it does not affect the duration or 
intensity of the latter, but reduces the fever and so 
shortens the whole period of attack; if it is given on the 
day when the attack is due, but before the “cold” 
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stage, the attack is aborted. It acts especially on the 
extra-erythrocytic and early intra-erythrocytic. stages. 
In the usual dose of 9 g. it does not seem to prevent 
relapses, but if given in this dose once a week for several 
weeks the “ results are encouraging”. It acts best in 
conjunction with Ascoli’s adrenaline treatment. 

H. Harold Scott 


1014. Field Experiments with Chloroquine Diphosphate 
D. A. BERBERIAN and E. W. DENNIS. American Journal 
of Tropical Medicine [Amer. J. trop. Med.| 28, 755-776, 
Nov., 1948. 1 fig., 19 refs. 


A trial of chloroquine diphosphate in the treatment and 
suppression of malaria was carried out in two villages in 
Lebanon, Syria; one of them, Saideh, with 215 inhabi- 
tants, being situated in a plain and the other, Azouniyeh, 
with about 200 inhabitants in hilly country. Malaria, 
both benign tertian and subtertian, was hyperendemic 
in both, the chief mosquito carrier in Saideh being 
Anopheles sacharovi, and in Azouniyeh, A. superpictus. 

The experiment lasted from August, 1946, to November, 
1947. All patients suffering from clinical malaria were 
treated with chloroquine diphosphate and then given a 
suppressive course of the drug for 6 months. Suppressive 
treatment was given for 6 months to about half the 
remaining population, the rest serving as untreated con- 
trols. At the end of the 6 months of suppressive treat- 
ment the drug was discontinued, intensive anti-mosquito 
measures were applied and observations of the inhabitants 
made during the following months, the malaria trans- 
mission season. As time passed, many of the controls, 
from becoming infected or asking for suppressive treat- 
ment, became transferred to the treated groups but the 
process was sufficiently delayed to enable comparisons to 
be made. 

For therapeutic purposes in Saideh, tablets of chloro- 
quine diphosphate (0-25 g.) were given for 3 days as 
follows: for children under 5 years old, 4 to 1 tablet at 
once, 4 tablet next day, and 4 tablet on the third day; 
for ages 5 to 10 years, 1 to 2 tablets at once, 4 to 1 tablet 
6 hours later, 4 to 1 tablet next day, and 4 to 1 tablet on 
the third day; for children over 10 and for adults, 2 
tablets at once, 1 tablet 6 hours later, 1 tablet next day, 
and 1 tablet on the third day. In Azouniyeh a similar 
course, but with larger doses, was given. For suppressive 
purposes, in Saideh, older children and adults took 2 
tablets (0-5 g.) onee a week, and younger children 
proportionately smaller doses; in Azouniyeh, twice as 
much was given once a fortnight. The anti-mosquito 
measures carried out consisted of spraying all buildings 
and other mosquito shelters in these and neighbouring 
villages with 5% DDT solution. 

The results indicate that chloroquine diphosphate is 
very effective in both treatment and suppression of 
malaria. It promptly controlled attacks of the disease, 
and when therapy was followed by suppressive treatment 
very few relapses occurred. In Saideh, of 70 patients 
thus treated only 2 relapsed during an observation period 
of 74 months after the drug was discontinued and, of 
145 others who received suppressive treatment, only one 
became infected during the same period. Similar results 
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were obtained in Azouniyeh but the fortnightly suppres- 
sive dose did not appear to be so effective as the weekly 
dose given at Saideh. The drug was used with satis- 
factory results in 5 pregnant women, 3 of whom were 
treated for attacks of malaria, and in the treatment of 


_ malaria in infants, for which purpose the authors 


consider it to be ideal. The very low attack and relapse 
rates with suppressive therapy suggest the prolonged 
maintenance of an effective blood level of the drug 
and provide circumstantial evidence that the exoerythro- 
cytic forms of malaria parasite will die out if not replen- 
ished from the blood. The details of the experiment are 
shown in a chart and nine tables. J. F. Corson 


1015. Changes in-the White Cells in Treatment of 
Malaria with Proguanil. (Msmenexus KpoBu npu 

E. I. Novosetova. Meguunna [Klin. 
Med., Mosk.) 27, 76-82, Jan., 1949. 


In 27 out of 44 patients with malaria during treatment 
with “ bigumal ” (proguanil, “‘ paludrine ”) a myelocytic 
crisis was observed appearing on about the-sixth day and 
subsiding even with continued treatment. This pheno- 
menon seemed to be most evident in cases in which fever 


had existed for a prolonged period—12 or more days— 


before treatment was started, and in which the haemo- 
globin value had fallen considerably. Thus in 5 cases in 
which fever had been present for 5 to 9 days before 
treatment, and the average haemoglobin value was 59% 
the number of myelocytes per c.mm. was 194; in 7 
cases in which fever had existed for 10 or more days and 
the haemoglobin was 44?;, the number of myelocytes was 
976 perc.mm. This myelocytosis was accompanied by a 
general neutrophil leucocytosis, with a shift to the left. 
It occurred at about the same time during a 10-day and a 
5-day course, but was not observed in cases treated with 
quinine or mepacrine, nor did the nature of the organism 
make any difference. The author therefore regards it as 
due to the drug and not to the infection itself as was 
believed by Fairley, who has also observed the same 
phenomenon. 

Myelograms show in certain cases a decrease in 
primitive cells and an increase in mature cells of the 
neutrophil series. There was no evidence of increased 
haematopoiesis. Proguanil appears therefore to stimu- 
late the marrow to pour into the peripheral circulation 
both mature and immature neutrophil cells, rather than to 
promote a leucopoiesis. L. Firman-Edwards 


1016. Resistance to Proguanil (Paludrine) in a Mam- 
malian Malaria Parasite (Plasmodium cynomolgi) : 
F. HAWKING and W. L. M. Perry. Lancet [Lancet] 2, 
850, Nov. 27, 1948. 2 refs. 


The authors heavily infected a baboon with Plasmodium 
cynomolgi by means of sporozoites, and also infected 2 
other baboons and a rhesus monkey from it by sub- 
inoculation of its blood. All 4 monkeys were treated 
with small doses of proguanil, and after 14 months of this 
treatment the resistance to the drug of the parasites in the 
blood had increased by about 1,000 times. At first a 
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dose of 0-03 mg. per kg. body weight on two successive 
days freed the blood from parasites, and a dose of 0-01 
mg. per kg. on. three alternate days slowly suppressed an 
attack of malaria; after 14 months doses of 25 to 30 mg. 
per kg. failed to abolish parasitaemia. The experiment 
was made at the National Institute for Medical Research, 
London. Schmidt, who worked with the same strain of 
P. cynomolgi, informed the authors that daily doses of 
0-075 mg. per kg. for 7 days always abolished para- 
sitaemia, and daily doses of 1-25 mg. per kg. for 7 days 
cured trophozoite-induced infections; the maximum 
tolerated dose of proguanil was about 40 mg. per kg., 
and Schmidt had obtained a strain of P. cynomolgi 
completely resistant to this dose. J. F. Corson — 


1017. The Life Cycle of Plasmodium cynomolgi in its 
Insect and Mammalian Hosts ; 
H. E. SHortr. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 42, 227-230, Nov., 1948. 1 fig., 7 refs. 


The life-history of Plasmodium cynomolgi is probably 
similar to that of other mammalian plasmodia which 
resemble: it in shape and behaviour but of whose life- 
history less is known; it develops in the mosquito by the 
stages of gamete-formation, fertilization, ookinete, | 
oocyst, and sporozoite. After an infected mosquito has 
bitten a monkey the sporozoites have been seen in the 
monkey’s blood for about half an hour only; they have 
next been seen on the 4th day after the bite in the 
parenchymal cells of the liver as schizonts about 10 yu in 
diameter and containing 20 or more chromatin granules 
or nuclei in a pastel-blue-staining protoplasm; on the 
Sth day the parasite is 10-5 jz in diameter, but by the 7th or 
8th day it is 40 1 and may have 1,000 nuclei; some show 
merozoites, about 1-13 yu in diameter, at this time, and 
when the schizont, and the liver cell, burst about the 8th 
to 11th day, some merozoites enter the erythrocytes and 
develop into schizonts and gametocytes, others entering 
liver parenchymal cells and repeating the course of 
development there—the exoerythrocytic cycle. In the 
life-history, therefore, there are two asexual cycles— 
erythrocytic and exoerythrocytic—and the sexual phase 
in the mosquito. Immunity reactions and drugs: affect 
chiefly the erythrocytic forms, the exoerythrocytic para- 
sites being protected in the liver cells, and relapses can 
probably be explained by merozoites again entering the 
erythrocytes when the host’s resistance is weakened. 
[See also Abstracts of World Medicine, 1948, 4, 217, 668; 
1949, 5, 120.] J. F. Corson 


1018. Observations on the Life-cycle of Plasmodium 
malariae 

M. J. MACKERRAS and Q. N. Erco.e. Australian Journal 
of Experimental Biology and Medical Science [Aust. J. 
exp. Biol. med. Sci.] 26, 515-519, Nov., 1948. 3 figs., 
6 refs. © 


The development of a New Guinea strain of Plas- 
modium malariae in laboratory-bred mosquitoes (Ano- 
pheles punctulatus punctulatus) was studied at Cairns, 
North Queensland. In one mosquito, oocysts 25 in 


‘to 24 hours pigment granules appeared and the tropho- 


diameter were seen 16 days after the infecting feed, but in 
another mosquito of the same batch oocysts of the same 
size were Seen 10 days later, so that growth of the parasites 
was both slow and variable. A mosquito showed a light 
salivary-gland infection on the 31st day after the infecting 
feed. A volunteer was infected by one or more of the 
mosquitoes, but had no symptoms of malaria until 
2 weeks after trophozoites appeared in his blood. 
Gametocytes were observed 10 days after the beginning 
of the clinical attack. A second person was infected by 
intravenous injection of blood from the first, and a third 
was similarly infected from the second; in the former 
there were 2,300 trophozoites per c.mm. on the 67th day, 
but in the latter the number never exceeded 400 per c.mm. 
The young rings remained small for 8 hours; at 16 hours 
large rings and narrow band forms were present; at 16 


zoites were amoeboid; at 32 hours there was abundant 
pigment and broad band forms were seen; at 48 hours the 
trophozoites nearly filled the erythrocytes; at 56 hours 
there were usually 3 to 5 nuclei, and at 64 hours usually 
7 or 8 nuclei were present, and the pigment was in coarse 
lumps. The number of merozoites varied from 5 to 10, 
and was usually 8. The slow division of the schizont 
nucieus is noteworthy and may explain the frequency 
with which schizonts are seen in the blood films of 
natives. [See also Mackerras and Ercole, Abstracts of 
World Medicine, 1949, 5, 508.] J. F. Corson 


1019. A Simple and Rapid Staining Method for Examina- 
tion of Blood for Malaria Parasites. (Een eenvoudige 
snelle kleuring voor bloedonderzoek op  malaria- 
parasieten) 
J. W. Woirr. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 92, 2834-2837, Sept., 1948. 
6 refs. 


Good results were obtained with a modified technique 
of Boyé. Two standard solutions are required: (1) 
Stévenel blue consisting of (A) medicinal methylene blue 
1 g., water 75 g. and (B) potassium permanganate 1-5 g., 
water 75 g. A and B are mixed, placed in a water bath 
at 100°C., and filtered. (2) Eosin solution in water, 
1 in 1,000. Smears and thick-drop preparations are 
stained with Stévenel blue for 15 seconds, cautiously 
rinsed with tap water, stained with eosin for 15 seconds, 
rinsed as before, stained again with Stévenel blue for 
15 seconds, rinsed for a third time, and dried in air. 
The attractions of this method are that the staining 
solutions are easy to make and that ordinary tap water 
can be used. J. Bijlmer (Excerpta .Medica) 


1020. Transient Urticaria in Malaria 
M. Kissin and R. J. ADLEMAN. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 28, 797-802, 
Nov., 1948. 28 refs. 


After reviewing the literature of the subject the 
authors mention 8 cases of urticaria occurring with 
malaria; of these, 5 occurred in a series of 75 cases of 
malaria treated by them in China. The lesions varied 
“‘ from pin-head to half dollar size (papular to giant) ”’; 
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they accompanied the fever, subsiding with defervescence. 
Only one of the 5 patients seen in China gave a history of 
previous urticaria or of any other allergic disorder. 

J. F. Corson 


1021. Evaluation of the Complement Fixation Test for 
Malaria 

A. Harris and L. M. Remet. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 28, 787-795, 
Nov., 1948. 8 refs. 


Blood serum for complement-fixation tests by the 
Kolmer method was obtained from sporozoite-infected 
volunteers; sera from university students, syphilitic 
patients, and tuberculous patients were used as controls. 
The antigens were prepared from dehydrated erythrocytes 
of monkeys infected with Plasmodium knowlesi and of ° 
chickens infected with P. gallinaceum; various dilutions 
of two P. gallinaceum and two P. knowlesi antigens were 
used, and erythrocyte stromata of man, monkey, and 
chicken served as antigen controls. Nearly 5,000 tests 
were made with the sera of sporozoite-infected volunteers. 

Varying results were obtained with different antigens, 
with different lots of the same antigen, and with different 
bottles of the same lot of an antigen. These variations 
were probably connected with the methods of preparation 
of the antigen material. The results of tests of the sera of 
infected volunteers were compared with those of micro- 
scopical examinations of the blood; the serum reactions 
had no apparent relation to the presence or absence of 
malarial parasites in the blood or to antimalarial 
therapy. Normal sera of 961 students gave about 
0:5% of positive or doubtful reactions with either P. 
knowlesi or P. gallinaceum antigen; sera from 212 tuber- 
culous patients gave only one weakly positive reaction 
with each of the two antigens, but the sera of 453 syphilitic 
patients gave 16 positive and 13 doubtful reactions. 
Since positive reactions in malaria and syphilis are not 
easily differentiated, the complement-fixation test is 
unsuitable for random surveys in populations with a 
moderate or high incidence of syphilis. The authors 
consider that the complement-fixation test for malaria is 
not an adequate substitute for blood-film examinations. 

J. F. Corson 


1022. Antimalarial Studies in the Quinoline Series 

A. Gray and J. Hit. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 43, 32-38, April, 
1949. 18 refs. 
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1023. Experimental Histoplasmosis: Portal of Entry 
of the Fungus 

R. M. ALLEN. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 857-861, Nov., 1948. 3 refs. 


Although over 100 cases of human histoplasmosis have 
been reported, doubt still exists as to the port of entry, 
and this investigation was directed towards the elucida- 
tion of this problem. Cultures of Histoplasma capsu- 
latum, strains 96 and 104, were made on various media 
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with the addition of penicillin and streptomycin, 20 units 
of each per ml. of medium, to reduce bacterial growth. 
Of 30 mice and 12 guinea-pigs infected orally, all, whether 
dying within 36 days or killed later, showed enlargement 
of the liver and spleen with discrete, tubercle-like abscesses. 
H. capsulatum was recovered in about three-quarters of 
all necropsy specimens. Intranasal inoculation proved 
less lethal, all 12 guinea-pigs surviving to the 30th day, 
although. showing hepato-splenomegaly. Naked-eye 
lesions were absent from the lungs, although the organ- 
isms could be recovered from them. The author con- 
cludes that in view of the widespread and diverse 
pathological reactions, entry of the fungus by more than 
one route seems possible in human histoplasmosis. 
Clement Chesterman 
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1024. Experimental Studies on the Therapy of Schisto- 
somiasis 

W. KIKUTH and R. GONNERT. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.] 42, 
256-267, Dec., 1948. 7 refs. 


A method of experimental chemotherapy of schisto- 
somiasis in mice and monkeys is described, in which a 
Liberian strain of Schistosoma mansoni is used with the 
South American snail vector Australorbis glabratus 
(Planorbis guadeloupensis). Snails maintained in aquaria 
provided with sand and water-weeds were fed upon let- 
tuce, shrimps, liver, and earthworms. The water was 
filtered through charcoal to avoid putrefaction. Uvtra- 
violet light irradiation was found necessary at first but 
was discontinued later. 

Infected faeces were washed in 2 to 3% saline by 
sedimentation until a clear supernatant was obtained. 
The washed eggs, so obtained, were kept in the ice-chest 
overnight and the supernatant was then replaced by fresh 
water at 40°C. With strong illumination and warmth 
the miracidia rapidly emerged. Snails were infected at 
the rate of 30 ova per snail. The incubation period in 
the snail was from 4 to 7 weeks and over-infected snails 
died from the infection. Cercarial discharge varied from 
hundreds to thousands per snail per day. Experimental 
animals were infected by subcutaneous injection of 50 to 
60 cercariae per mouse or 200 to 300 cercariae per 
monkey. Ova appeared in the faeces by the 48th day 
after infection and at this stage the mice were used for 
screening. 

Single oral doses of drugs were given daily for 6 days 
and the experimental animals were thereafter examined 
regularly for presence or absence of ova in the faeces. 
When there was no effect the same animals were used for 
subsequent tests. Successfully treated monkeys were 
re-infected and used again. Drugs showing a primary 
activity with no apparent relapse were further investigated 
by necropsy of the animals. Effectiveness was demon- 
strated by migration of worms from the mesenteric and 
portal veins to the liver. Dead worms were absorbed 
slowly and were still recognizable in crushed liver 8 to 10 
weeks after treatment. Drugs were evaluated as (1) 


non-active if passage of ova continued for 3 weeks after 


infection; (2) slightly active when brief interruption of 
egg production was accompanied by the presence of some 
dead or disintegrated worms; (3) active when passage of 
eggs ceased for at least 3 weeks, followed by relapse and 
accompanied at necropsy by the presence of numerous 
dead and disintegrating worms; (4) curative when faeces 
became permanently clear of eggs for 6 weeks, with no 
living worms, viable eggs, or black pigment found at 
necropsy. 

The original tests of the ‘* miracil ’’ series are described. 


Miracils A, B; C, and D were all well tolerated in mice and - 


monkeys and most active when given orally. Irritation 
and often necrosis followed subcutaneous injection and 
activity was very much reduced when the drug was 
injected intravenously. In experimental mice, miracil B 
had greater activity than A, C, or D, but in monkeys D 
gave the best results, though A was more active in mon- 
keys than in mice. B was effective in monkeys only at 
doses that caused vomiting. Miracil C was intermediate 
in value in both mice and monkeys. In both animals 
one or two treatments effected a cure but the drug had 
little effect on immature worms. When treated with 
miracil, the schistosomes lost their activity and normal 
appearance; the females became colourless or patchy, 
and both sexes diminished in size and were readily 
damaged. The worms did not die until about 14 days 
from the beginning of treatment, but egg production was 
disturbed soon after therapy commenced. Méiracil 
appeared to attack the mature sexual organs and it was 
concluded that the absence of this site of action in 
immature worms probably accounted for the less effective 
nature of the drug at this stage. O. D. Standen 


. 1025. The Diagnosis of Schistosomiasis in Southern 


Rhodesia by the Rectal Biopsy Technique 

M. GELFAND. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 42, 283-286, Nov., 1948. 7 refs. 


Simple microscopical examination of the stools does 
not always give positive results in schistosomiasis, even 
though the patient harbours the parasite. Intradermal 
tests may be unreliable. Gentle scraping of the rectal 
mucosa with a rubber glove lubricated with soap and 
examination of the mucus and faeces obtained is more 
reliable. 

Rectal biopsy examination was performed in a series of 
71 male natives in the Salisbury Native Hospital, 
Rhodesia. Patients were prepared as for sigmoido- 
scopy, and an hour before examination a saline enema of 
one pint (568 ml.) was given but no sedative was admini- 
stered. After the sigmoidoscope had been passed a 
piece of tissue was snipped from the first right dorso- 
ventral valve and another from the second valve of 
Houston. One or two pieces were snipped from between 
these areas, usually from a haemorrhagic area, ‘the 
specimens being about 2 mm. in size. These were 
placed on a slide, teased with water, and examined under 
a coverslip with a low-power lens. Of 38 patients 
passing ova of Schistosoma mansoni in the stools, but 
not of S. haematobium in the urine, biopsy in 17 showed 
S. mansoni alone, in 8 S. mansoni and S. haematobium, 
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and in 7 S. haematobium only. Of 15 passing ova of 
S. haematobium in the urine but not of S. mansoni in the 
stools, biopsy examination was positive in 7 for ova of 
S. haematobium, while 2 had S. mansoni as well. Of 18 
with no ova either in the stools or urine, biopsy examina- 
tion in 5 revealed S. haematobium and in 2 S. mansoni 
ova. Ina series of 102 cases proved at necropsy to have 
bilharziasis of the bladder, digesting the rectum in 
caustic potash revealed ova of S. haematobium in 77. 
The author considers that stool examination is still 
important, as in patients passing ova in the stools biopsy 
examination may be negative. C. F. Shelton 


1026. The Action of Miracil in Schistosoma japonicum 
Infections in Laboratory Animals 

H. VoGer and W. MINNING. Annals of Tropical Medi- 
cine and Parasitology [Ann. trop. Med. Parasit.| 42, 
268-270, Dec., 1948. 2 refs. 


Eleven rabbits, 3 hamsters, and 4 monkeys were 
experimentally infected with Schistosoma japonicum and 
treated with 6 types of “ miracil”’, administered by 
stomach tube. The total dose varied from 300 to 970 
mg. per kilo. In all cases the animals continued to 
produce viable ova. Slight degenerative changes were - 
observed in the reproductive organs but it was concluded 
that the drug was inactive against S. japonicum. 

O. D. Standen 


1027. A Kymographic Study of the Action of Drugs on the 
Liver Fluke (Fasciola hepatica) 

M. R. A. CHANCE and T. E. Mansour. British Journal 
of Pharmacology and Chemotherapy (Brit. J. Pharmacol] 
4, 7-13, March, 1949. 4 figs., 10 refs. 


1028. The Occurrence of False Positive Trichina Pre- 
cipitin Tests in Infectious Mononucleosis 

F. A. BAssen, A. E. THomson, and A. Sitver. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
34, 543-548, April, 1949. 6refs. — 


1029. Mode of Action of Hetrazan in Filariasis 
F. HAWKING, P. SEWELL, and J. P. THursTON. Lancet 
[Lancet] 2, 730-731, Nov. 6, 1948. 2 refs. 


The mode of action of “* hetrazan ” (1-diethylcarbamyl- 
4-methyl piperazine hydrochloride) was studied in cotton 
rats infected with Litomosoides carinii. Intravenous 
injections of 6 mg. per 100 g. body weight caused 80% 
of the microfilariae to disappear from the blood within 
one minute, but the adult worms in the pleural cavities 
were unaffected and acted as a reservoir, so that micro- 
filariae were never completely eradicated. from the 
peripheral blood. Sections of the livers of treated 
animals showed that, after administration of hetrazan, 
microfilariae accumulated in the sinusoids, where they 
were attacked by phagocytes. Méicrofilariae in vitro 
were unaffected by the addition of 100 mg. of hetrazan 
per 100 ml., or by serum from animals given large doses 
of the drug. 

It is therefore suggested that the drug acts in a manner 
resembling opsonization. L. G. Goodwin 
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1030. Records of Filaria Infections in Mosquitoes in 
Ceylon 

H. F. Carter. Annals of Tropical Medicine and Parasi- 
tology [Ann. trop. Med. Parasit.] 42, 312-321, Dec., 1948. 
5 figs., 6 refs. 


Over a period of years various parts of Ceylon and the 
Maldive Islands were surveyed for filaria-infected mos- 
quitoes. The work was carried out chiefly in those 
areas known to be severe endemic foci of human filariasis. 
All the mosquitoes examined and dissected were naturally 
bred forms. The results of the examinations are related 
to the known endemicity of Wuchereria bancrofti and 
W. malayi in these areas, but it is considered probable that 
many of the larvae demonstrated were from filarial 
infections of cattle. 

In the North-Western and Eastern Provinces of Ceylon, 
15 species of mosquito were found to be infected but 
two-thirds of the infections were in species of the sub- 
genus Mansonioides. \n some localities in the N.W. 
Province the greatest number of infections was found in 
Anopheles hyrcanus and some other mosquitoes but these 
were believed to be due to filarial infection in village 
buffaloes and not due to W. bancrofti or W. malayi. 
Some Mansonioides were found infected but the number 
was few and corresponded to the low endemicity in these 
localities. In the suburbs of Colombo and some of the 
Maldive Islands, where W. bancrofti was endemic, the 
great majority of infections occurred in Culex fatigans. 
In the suburban areas of Colombo the mean infection 
rate of C. fatigans was 8-8°% and all the larvae found were 
believed to be those of W. bancrofti. The author 
attributes the widespread filariasis in these areas to 
defective sanitation systems providing uncontrolled 
breeding grounds for C. fatigans. O. D. Standen 
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1031. Control of the Blood Level of Salicylate During 
Salicylate Therapy. Advantages and Technique. (Con- 
trol de la salicilemia en el curso de la saliciloterapia. 
Sus ventajas y su técnica) 

P. B. Camponovo and I. MALDONADO-ALLENDE. 
Prensa Médica Argentina [Prensa méd. Argent.) 35, 
1947-1950, Oct. 8, 1948. Bibliography. 


The importance of establishing and maintaining an 
adequate salicylate level in the blood is stressed and 
a new colorimetric method of estimating salicylate in 
the plasma is described. To 5 ml. of acetone in a test- 
tube | ml. of plasma is slowly added. A rubber plug is 
inserted; after vigorous shaking for | to 2 minutes the 
tube is left in a horizontal position for 15 to 30 minutes 
and centrifuged for about 5 minutes. The supernatant 
liquid is poured into a conical centrifuge tube (capacity 
15 ml.) and 1 ml. chloroform and 2:2 ml. distilled water 
added. After vigorous shaking and centrifuging for 


5 minutes, 4 to 4-5 ml. of the supernatant layer, which 


should be limpid, is collected and placed in a test-tube. 
In a series of 5 control tubes 1, 2, 3, 4, and 5 ml. of a 
diluted control solution (sodium salicylate at 1 in 10,000) 
is placed, the amount being made up to 5 ml. with 


distilled water. One drop of a 2% ferric chloride 
solution is added to all the tubes, including the tube 
under test. After shaking, the specimens are ready for 
reading. To calculate the amount of salicylate the usual 
colorimetric formula is applied. The authors recom- 
mend this technique as simple, practical, and precise. 
A. Lilker 


1032. Intracranial Vascular Lesions in Late Rheumatic 
Heart Disease 

J. Denst and K. T. NeEuBUERGER. Archives of Patho- 
logy [Arch. Path.] 46, 191-201, Sept., 1948. 8 figs., 
21 refs. 


The authors describe intracranial vascular lesions seen 
in the late stages of rheumatic heart disease. Of the 14 
cases in which adequate examination of the brain was 
made, significant changes were found in 9. Vessels 
affected were the small, medium-sized, and larger basal 
arteries, and the veins of the leptomeninges. The chief 
lesions were varying forms of thromboses, endarteritic 
proliferation, thickening and splitting of the internal 
elastic lamina, and fibrosis of the media and adventitia. 
The possibility of an embolic origin of the thrombi is 
rejected, and the pathology of other vascular lesions in the 
brain is discussed. Secondary changes in the brain, such 
as softening, are in no way characteristic, and the 
authors do not consider the vascular lesions to be the 
anatomical basis for psychotic syndromes. The vascular 
lesions are regarded as developing late in the disease, and 
are to be differentiated from the vascular changes of 
acute rheumatic disease. R. H. Heptinstall 


1033. Are Rheumatic Fever and Rheumatoid Arthritis 
Accompanied by Haemolytic Streptococcal Bacteriaemia ? 
O. Sytvest. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.| 7, 216-220, Dec., 1948. 12 refs. 


Claims have been made that rheumatic fever and 
rheumatoid arthritis are due to haemolytic streptococcal 
bacteriaemia. The author recalls the fact that in 
rheumatic fever the anti-haemostreptolysin titre is often 
high, and reviews the literature on the culture of haemo- 
lytic streptococci from the blood of sufferers from 
rheumatic fever. Such positive blood cultures are not 
common. In rheumatoid arthritis haemolytic strepto- 
cocci are not found in blood cultures, but Kalbak has 
claimed that, as the serum agglutinates haemolytic 
streptococci in high titre, there is possibly a chronic 
haemolytic streptococcal sepsis. The author therefore 
decided to investigate 73 patients in whose blood haemo- 
lytic streptococci had been found on culture in order to 
study any possible connexion with rheumatic fever or 
rheumatoid arthritis. Of these patients, 26 suffered 
primarily from sore throats and the rest from puerperal 
fever, infected wounds, and similar conditions. Joint 
symptoms were present in “ a good fourth ” of the cases, 
and in 17% of these cases there was suppurative arthritis. 
The mortality rate was 60%. The author describes the 
signs, symptoms, and usual course of the illness in detail. 

Of the patients investigated, 2, whose case histories 


are given, had suffered from rheumatoid arthritis before 


the onset of the septicaemia. In one the septicaemia 
resulted from an infected finger; in the second the 
primary focus was not found. The author gives his 
reasons for concluding that in both these patients the 
combination of rheumatoid arthritis and haemolytic 
streptococcal septicaemia was coincidental. Of the 
other patients who manifested joint symptoms, 20 needed 
further scrutiny to decide if their arthritis was that of 
rheumatic fever. That 10 of them died in the acute phase 
of their illness is considered by the author as a reason 
against regarding it as rheumatic fever. In 4 the 
arthritis was suppurative. He gives the case histories of 
6 patients whose arthritis followed a sore throat. Four 
of these had haemolytic streptococcal septicaemia with 
metastatic abscesses when first seen, but in 2 the picture 
bore a considerable resemblance to that of rheumatic 
fever except in so far as the patients suffered from rigors. 
The author concludes that neither rheumatoid arthritis 
nor rheumatic fever is normally associated with haemo- 
lytic streptococcal bacteriaemia. W. Tegner 


1034. Rheumatic Pneumonitis in Childhood 
H. B. Levy, J. D. Correy, and C. E. ANDERSON. Pedia- 
trics [Pediatrics] 2, 688-692, Dec., 1948. 4 figs., 30 refs. 


The authors report 6 cases of rheumatic pneumonitis, 
with post-mortem findings in 5 of these. They describe 
the Masson body or granuloma, focal fibrinoid necrosis 
and alveolitis, arteriolitis, and septal-cell proliferation. 
No therapeutic measures seemed to be of value. They 
emphasize the fact that rheumatic pneumonitis is of grave 
prognostic significance. R. S. Illingworth 


1035. Atypical Rheumatic Fever in Young Adults 
P.C. REYNELL. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 7, 221-224, Dec., 1948. 9 refs. 


The author points out that rheumatic fever as seen in 
Service men presents features differing from those 
described as typical in medical textbooks. Several 
articles have been published, especially in America, 
drawing attention to this. He describes 25 cases of 
rheumatic fever among soldiers admitted to hospital in 
Italy in the course of one year. Their ages varied from 
18 to 40. Twenty of them had an antecedent infection; 
in 18 this took the form of a sore throat or febrile coryza, 
but individual patients had suffered from an infected foot, 
cystitis, and gonorrhoea. No cases occurred in summer 
or early autumn. 

The histories, signs, and symptoms of all but one of the 
patients fulfilled Duckett Jones’s diagnostic criteria, the 
exception being a patient who was afebrile on admission 
to hospital. In some cases the onset was insidious and 
subacute and diagnosis was difficult. The arthralgia 
varied from joint pain without signs to classical acute 
arthralgia with swelling. In 15 patients the disease 
followed a simple course and gave a prompt response to 
salicylate treatment. In 7 patients “‘ second wave ” joint 
pains developed after an apparent initial response to 
salicylate therapy, and in these cases convalescence was 
prolonged and the pains persisted. The author suggests 
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that these pains were a manifestation of “* rheumatic 
fever with chronic fibrositis ”’ as described by Copeman. 
He differentiates this type of prolonged illness from true 
relapse, which occurred in 2 patients. Among the older 
patients the prodromal period tended to be longer and 
the whole course of the disease more protracted than 


~ among the younger patients. The erythrocyte sedimenta- 


tion rate was used as a guide to the activity of the disease. 
In one patient this became elevated after admission to 
hospital because of a history of previous tonsillitis and 
joint pains. No clinical evidence of carditis was found in 
any case; there were no complications. 

The author suggests that adult rheumatic fever is more 
common than is generally believed. He quotes authori- 
ties who agree that in this type of the disease carditis is 
possible but rare, and he deprecates a too ready diagnosis 
of cardiac involvement. He advocates a common- 
sense attitude towards treatment by rest in bed, and 
suggests that after a minimum of two weeks in bed 
patients should gradually be allowed up if they are free 
from symptoms. W. Tegner 


1036. Reiter’s Syndrome: Report of Six Cases . 

E. L. Coop ey, B. J. Weiss, and R. O. EGEBERG. Annals 
of Western Medicine and Surgery [Ann. w. Med. Surg.] 2, 
500-505, Nov., 1948. 11 refs. 


Six case histories of Reiter’s disease are presented 
together with a review of the [chiefly American] literature. 
It is found to be a disease of white males; no connexion 
with dysentery was observed [as is usual also in Britain. 
Paronen (Acta med. scand., 1948, Suppl. 212), however, 
reported 344 cases from Finland in only 12 of which there 
was no history of a previous diarrhoea]. 

The first patient had had recurrent attacks over the 
previous two years, was treated with salicylates, and was 
discharged from hospital at his own request; the second, 
with a severe attack, had had similar episodes over the 
previous three years, had a marked prostatitis, and was 
treated with repeated courses of penicillin and strepto- 
mycin [dosage unspecified] for several weeks without 
benefit. He was then given pyretotherapy by fever 
cabinet for a further “‘ period of several weeks” with 
improvement. The third was treated with salicylates 
and penicillin and the condition cleared up in 6 weeks; 
in the fourth, who also had had recurrent attacks for two 
years and had previously had penicillin and sulphon- 
amides, response was good to five sessions of fever 
induced by intravenous T.A.B. vaccine; the fifth had had 


' recurrent attacks over five years, being treated with 


repeated courses of penicillin and sulphonamides, and 
was given only salicylates. The sixth, seen during the 
first attack, failed to respond to penicillin but showed 
improvement after a course of fever induced by T.A.B. 
vaccine. The electrocardiograms of the two patients 
tested were normal. [No mention is made of any follow- 
up study and, as four of the patients had had previous 
episodes, an evaluation of the success of the present 
treatment is impossible. The authors conclude that fever 
therapy (for some years now considered in Britain as the 
only treatment of value for severe cases) merits further 
trial.] _R. R. Willcox 
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1037. Eduardo Wilde, the Concept of Phrenicotomy, 
and Enrique Finochietto. (Eduardo Wilde, la concepcion 
de la frenicotomia, y Enrique Finochietto) 

J. V. Urisuru. Prensa Médica Argentina [Prensa méd. 
argent.) 35, 2181-2188, Nov. 12, 1948. 2 figs. 


The work of Eduardo Wilde, doctor, philosopher, 
writer, sanitarian, Member of Parliament, artist, pro- 
fessor, journalist, and Cabinet Minister, has been 
neglected even by his compatriots. In his brilliant thesis 
on hiccough (E/ Hipo, 1870) Wilde described in detail the 
theory and technique, worked out on the cadaver, of 
immobilizing the diaphragm by section of the phrenic 
nerve, and suggested that such surgical aid should be 
employed in all extreme cases. [The procedure he 
recommended hardly differs from that used to-day.] 
This was 35 years before Sauerbruch experimented with 
phrenicotomy in animals, 41 years before Stiirz performed 
the first phrenicotomy in man (for unilateral pulmonary 
tuberculosis), and 50 years before it became current 
practice. Wilde’s discovery was ignored until Finochietto 
(Bol. Acad. Nac. Med., B. Aires, 1936, May, and Prensa 
méd. argent. 1936, 23, 1360) drew attention to it in 1936. 
Since then, only one significant reference to it has 
appeared in foreign medical literature—that is, Kremer 
(Hein, Kremer, and Schmidt: Kollapstherapie der 
Lungentuberkulose, Leipzig, 1938), who accepted without 
reserve Finochietto’s claim for Wilde. Otherwise, it 
has continued to be ignored and the purpose of this 
article is to secure for this early Argentinian discovery 
the wider recognition which it merits. 

[Eduardo Wilde, 1844-1913, born in Bolivia of British 
stock, was successively Minister of Justice, Education, 
and the Interior, and later Ambassador at Washington, 
Brussels, and Madrid, where he died. The title page of 
his thesis and the significant passage of the text appear as 
illustrations. ] F. N. L. Poynter 


1038. Feyjoo. A Spanish Sceptic in Medicine 
M. NeusurGer. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 730-737, Nov.—Dec., 1948. 6 refs. 


1039. Newly Discovered Letters Concerning William 
Beaumont, Alexis St. Martin, and the American Fur 
Company 

H. D. Janowitz. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 22, 822-832, Nov.-Dec., 1948. 7 
refs. 


1040. William Forster: Practitioner of Physick and 


Chirurgery 
M. L. Verso. Medical Journal of Australia (Med. J. 
Aust.] 2, 602-604, Nov. 20, 1948. 2 refs. 


1041. Doctor Thomas Willis and Sir Christopher Wren 
B.J. ANSON. Surgery, Gynecology and Obstetrics [Surg. 
Gynec. Obstet.] 87, 625-636, Nov., 1948. 8 figs. 


1042. Dame Agnes Hunt 
R. Watson-Jones. Journal of Bone and Joint Surgery 
[J. Bone Jt Surg.] 30B, 709-713, Nov., 1948. 2 refs. 


1043. Charles Creighton, M.A., M.D. (1847-1927): 
Scholar, Historian and Epidemiologist 

E. A. UNDERWOOD. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 41, 869-876, Dec., 1948. 
3 figs., 6 refs. 


1044. James Lind, M.D., Eighteenth Century Naval 
Medical Hygienist. I. Biographical Notes with an 
Appreciation of the Naval Background 

J. Grass. Journal of the Royal Naval Medical Service 
[J. R. nav. med. Serv.] 35, 1-20, Jan., 1949. 25 refs. 
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J. BLoMFIELD. British Journal of Anaesthesia [Brit. J. 
Anaesth.} 21, 149-151, Jan., 1949. 


1046. Three Irish Pioneers of Medicine 
G. T. O’BriEN. Irish Journal of Medical Science [Irish J. 
med. Sci.] 6, 1-11, Jan., 1949. 


1047. John Coakley Lettsom and his Literary Friends 
J.C. TRENT. Surgery, Gynecology and Obstetrics {Surg. 
Gynec. Obstet.] 88, 134-140, Jan., 1949. 1 fig., 27 refs. 


1048. Lemuel Shattuck—Still a Prophet. America’s 
Great Public Health Pioneer 

W. G. SMILLIE. American Journal of Public Health 
[Amer. J. publ. Hlth] 39, 135-144, Feb., 1949. 8 figs., 
11 refs. 


1049. Lemuel Shattuck—Still a Prophet. The Vitality 
of Vital Statistics 

H. MUENCH. American Journal of Public Health [Amer. 
J. publ. Hlth) 39, 151-155, Feb., 1949. 


1050. Lemuel Shattuck—Still a Prophet. The Message 
of Lemuel Shattuck for 1948 

C. E. A. Winstow. American Journal of Public Health 
[Amer. J. publ. Hith] 39, 156-162, Feb., 1949. 


1051. Catullo Rogier, Baron Beaufort, and the First 
Italian Treatise on Orthopaedics. (Catullo Rogier, 
Barone di Beaufort ed il primo trattato Italiano in orto- 
pedia) 

A. Bonota. Chirurgia degli Organi di Movimento 
[Chir. Organi Mov.] 33, 1-6, 1949. 2 figs., 16 refs. 
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